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SECRETED AND TRANSMEMBRANE POLYPEPTIDES AND NUCLEIC ACIDS ENCODING 

THE SAME 

FIELD OP THE INVENTION 
The present invention relate* generally to the identification and isolation of novel DNA and to the 
i BCOuMmnt pro du ction of novel polypeptides. 

PACTCROVNP OF TPS MYBNTTON 

Ifrtacdlatoproteto 

nulrttnamy of rnnM cd tul a r organisms. The fate of many lixilvidutl cells, eg-, proliferation, migration, 
differentiation, or facractiw 

and/or die immediate environment. This Information is often transmitted by secreted polypeptides (for 
instance, i n te g rate factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse c^ 

These secreted polypeptides or signaling molecules normally pass through the cellular secretory pathway to 
reach their site of action in the extracellular environment. " 

Secreted proteins have various industrial applications, including as pharmaceuticals, diagnostics, 
biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, 
interieukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. 
Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts 
are being undertaken by both industry and ac a d e mia to identify new, native secreted proteins. Many efforts 
are focused on die screening of mammalian recombinant DNA libraries to identify the coding sequences for 
novel secreted proteins. Examples of screening methods and techniques are described in the literature [see, 
for example, Klein etal., p™ jfrtt gej 93:7108-7113 (199©; U.S. Patent No. 5,536,637)]. 

Membrane-bound proteins and receptors can play important roles in, among other things, the 
formation, differentiation and maintenance of multicellular organisms. The fate ofmany individual cells, e.g., 
proliferation, migration, differentiation, or interaction with other cells, is typically governed by information 
received from other cells and/or the immediate environment This information is often t ransmitted by secreted 
polypeptides (for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, 
neuropeptides, and hormones) which are, in turn, received and interpreted by diverse cell receptors or 
membrane-bound proteins. Such membrane-bound proteins and cell receptors include, but are not limited to, 
cytokine receptors, receptor kinases, receptor phosphatases, receptors involved in cell-cell interactions, and 
cellular adhesin molecules like selectins and mtegrins. For instance, transduction of signals that regulate cell 
growth and differentiation is regulated in part by phosphorylation of various cellular proteins. Protein tyrosine 
kinases, enzymes that catalyze that process, can also act as growth factor receptors. Examples include 
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fibroblast growth factor receptor and nerve growth factor receptor. 

Membrane-bound proteins and receptor molecules have various industrial applications, including as 
phariha ott it i c al and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
ageab lobtockreceptor-ligand interactions. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 
5 Efforts are being undertaken by both industry and academia to identify new, native receptor or 

membrane-bound proteins. Many efforts are focused on die screening of mammalian recombinant DNA 
libraries to identify the coding sequences for novel receptor Off membrane-bound proteins. 

1. FRQ281 

10 A rovd gene designated testis enhanced gra 

(Waller et al., Genomics 20:301-304 (1995)). Recent results ham shown that TEGT protein is 
devdopmentilly regulated in the mammalian testis and possesses a unclear targeting motif that allows die 
protein to localize to the nucleus (Walter et al. Mamm Genome 5316-221 (1994)). As such, it is believed 
that &e TEGT protein plays an impoitam role in testis development There is, therefore, substantial interest 

IS in identifying and characterizing novel polypeptides having homology to the TEGT protein. We herein 
describe the identification and characterization of novel polypeptides having homology to TEGT protean, 
designated herein as PRQ281 polypeptides. 

2. FRQ276 

20 Efforts are being undertaken by both industry and academia to identify new , native membrane-bound 

proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR0276 polypeptides. 

25 3. FRQ189 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on die screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe die identification and characterization of 
novd secreted polypeptides, designated herein as PRO 1 89 polypeptides. 

30 

4. PRO190 

Of particular interest are proteins having seven transmembrane domains (7TM), or more generally, 
all multiple transmembrane spanning proteins. Among multiple transmembrane spanning proteins are ion 
channels and transporters. Examples of transporters are the UDP-galactose transporter described in Ishida, 
35 et al., J. Biochem.. 120(6): 1074-1078 (1996), and die CMP-sialic add transporter described in Eckhardt, et 
al., PNAS. 93(15):7572-7576 (1996). We herein describe die identification and characterization of novel 
transmembrane polypeptides, designated herein as PRO190 polypeptides. 
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Efforts are being umtartakralybothindusty 
proteins* Many of these efforts are focused cm the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for iK>vdmqnbrane4)ound protein*. We herein describe the identification and 
cha r acte risatio n of novel transmembrane polypeptides, de s ignate d herein as PRQ341 polypeptides. 

5 

& PRO180 

Efforts ate being undertaken by both industry aixlacadcmk to Identify new, native 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
ideality the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
10 characterization of novel transmembrane polypeptides, designated herein as PRO180 polypeptides. 

a 

7. PRQ134 

Efforts are being undertaken by both industry and academia to idei^ new, native memhnme-bou^ 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
15 identify the coding s eq u ence s for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, des ign a te d herein as FRQ194 polypeptides. 

ft. FRO203 

Enzymatic proteins play important roks in the chemical reactions involved in the digestion of foods, 

20 the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other 
processes necessary to sustain life. ATPases are a family of enzymes that play a variety of important roles, 
including energizing transport of ions and molecules, across cellular membranes. Transport mechanisms that 
employ ATPases often involve excluding xeno- and endobiotic toxins from the cellular environment, thereby 
protecting cells from toxicity of these compounds. Lu et al. report a detoxification mechanism where 

25 glutathione S-transferase (GST) catalyzes glutathionation of plant toxins, and a specific Mg^-ATPase is 
involved in die transport of die glutathione S-conjugates from die cytosol. Proc. Nad. Acad. Scl. USA 
94{15):8243-8248 (1997). This study and others indicate the importance of the identification of ATPases, such 
as GST ATPases, and of novel proteins having sequence identity with ATPases. 

More generally, and also of interest are novel membrane-bound proteins, including those which may 

30 be involved in the transport of ions and molecules across membranes. Membrane-bound proteins ai*i receptors 
can play an important role to die formation, differentiation and maintenance of multicellular organisms. The 
fete of many individual cells, e.g., proliferation, migration, differentiation, or interaction with other cells, is 
typically governed by information received from other cells and/or the immediate environment. This 
information is often transmitted by secreted polypeptides (for instance, mitogenic factors, survival factors, 

35 cytotoxic factors, differentiation factors, neuropeptides, and hormones) which are, in turn, received and 
interpreted by diverse cell receptors or membrane-bound proteins. Such membrane-bound proteins and cell 
receptors include, but are not limited to, cytokine receptors, receptor kinases, receptor phosphatases, receptors 
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involved in cdl-cdl interactions, and cellular adhesin molecules like selcctins and integrins. F6r instance, 
transddction of signabtlutf regulate 

various cdhdar proteins* Protein tyrosine kinases, enzymes that catalyze that process, can also act as growth 
fector receptors. Examples include fibroblast growth fector receptor and nerve growth fector receptor. 

fa light ofthe important physiological roles played by ATPases and membrane-bound proteins efforts 
5 are bdng undertaken by both industry and academia to identify new, native membrane-bound proteins, and 
proteins having sequence identity to ATPases. Wo herein describe the identification and characterization of 
novd polypeptides having sequence identity to GST ATPase, designated herein as PRO203 polypeptides. 

9. FRO290 

10 Of particular interest are novd proteins and nucleic adds which have sequence identity with known 

^ proteins and nucleic adds. Proteins of interest which are well known in die art in c lud e hin-1, a nerve protein 
which facilitates regenePiliQOf BAMf§ and beige* Beige, or bg* is a murine analog related to Ched ialE , KDjga^h i 
Symlmu6 (CHS), a rare autosomal recessive disease in which neutrophils, monocytes and fymphocytcs contain 
gianr cytoplasmic granules. See Pteroo et aL. J. Biol. Chem. 272(47^:29790 (1997) and Baibosa et al.. Nature 
15 382:262 (1996). 

We herein describe the identification and characterization of novd polypeptides having sequence 
identity to NTI1-1, FAN and beige, designated herein as PRO290 polypeptides. 

10. SBfiHS 

20 Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 

proteins. Many of these efforts ate focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novd transmembrane polypeptides, designated herein as PR0194 polypeptides. 

25 U. ffRQ71Q 

In Saccharomyces ctrevisiae, the chromatin structure of DNA replication origins changes as cells 
become competent for DNA replication, suggesting that Gl phase-specific association of replication factors 
with origin DNA regulates entry into S phase (Aparido et aL, £gH 91:59-69 (1997)). In fact, it has been 
shown that the initiation of DNA replication in Saccharomyces cerevisiae requires the protein product of the 

30 CDC45 gene which encodes a protein that stays at relatively constant levels throughout the cell cyde (Owens 
et al., Proc. Natl. Acad. Sd USA 94:12521-12526 (1997)). The CDC45 protein is part of a prereplication 
complex that may move with DNA replication forks in yeast. Given die obvious importance of die COCAS 
protein in DNA replication, there is significant interest in identifying and characterizing novd polypeptides 
having homology to CDC45. We herein describe die identification and characterization of novd polypeptides 

35 having homology to die GDC45 protein, designated herein as PRO710 polypeptides. 
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12. PRQ1151 

The complement proteins comprise a large group of sen^ 
cascade* producing effector molecules involved in inflammation. The complement proteins are of particular 
importance fa regulating movement ami function of cells involved in inflammation. One of die complement 
proteins, Clq, has been shown to be involved in the recognition of microbial surfaces and antibody-antigen 
5 con^iexes in the classical pathway of complement (Shapiro et ah, Curr. Biol. 8(6)^35-338 (1998)). 

Given the physiological Importance of inflammation and related mechanisms in vivo and in the specific 
physiological activities of complenra* Clq protein, efforts are currently being undertaken to identify new v 
native proteins which share sequence similarity to die complement proteins. We herein describe the 
M^rinn ami characterization of novel polypeptides having homology to complement Clq protein. 
10 designated herein as PR01151 polypeptides. 

i3- mam 

AU protetm containing kuc^ 
Leodne-rich repeats are short sequence motifr present in a number of proteins with diverse fractions and 

15 cellular locations. The crystal structure of riboriudease inhibitor protein has revealed that leucine-rich repeats 
correspond to beta-alpha structural unto. These units are arranged so that they form a parallel beta-sheet with 
one surface exposed to solvent, so that the protein acquires an unosuaUnonghibular shape. These two features 
have been indicated as responsible for the protein-binding functions of proteins containing leucine-rich repeats. 
See. Khbe and Deisenhofer. Trends Biochcm. Sci.» 19(1(0:415-421 (Oct. 1994)-JKobe and Deisenhofer, Qm± 

20 Ooin. Struct. Biol. . 5ttl:40»416 (1995). 

A study has been reported on leucine-rich proteoglycans which serve as tissue organizers, orienting 
and ordering collagen fibrils during ontogeny and are involved in pathological processes such as wound 
healing, tissue repair, and tumor stroma formation, fozzo. R. V.. Crit. Rev. Bio chem. Mol. BioL. 32(2): 141- 
174 (1997). Others studies implicating leucine rich proteins in wound healing and tissue repair are De La 

25 Safe, C, et al. f Vow. Rav. Pr. Hematol. (Germany), 37(4)315-222 (1995). reporting mutations in the 
leucine rich motif in a complex associated with the bleeding disorder Bernard-Soulier syndrome, Chlemetson, 
K. J., Thromh. Haemost . (Germany), 74(1): 111-116 (July 1995), reporting that platelets have leucine rich 
repeats and Ruoslahti, E. L, et al., WO9110727-A by La Jolla Cancer Research Foundation reporting that 
decorin binding to transforming growth tactorfJ has involvement in a treatment for cancer, wound healing and 

30 scarring. Related by fimctkm to this group ofproieins is the insulin Ito 

in wound-healing and associated therapies concerned with re-growth of tissue, such as connective tissue, skin 
and bone; in promoting body growth in humans and animals; and in stimulating other growth-related processes. 
The acid labile subunit of IGF (ALS) is also of interest in that it increases the half-life of IGF and is part of 
the IGF complex in vivo. 

35 Another protein which has been reported to have leucine-rich repeats is the SLIT protein which has 

been reported to be useful in treating neuro-degenerative diseases such as Alzheimer's disease, nerve damage 
such as in Parkinson's disease, and for diagnosis of cancer, see, Artavanistsatamas, S. and Rothberg, J. M. , 
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W0921Q518-A1 by Yale University. Of particular interest it U(M, a membrane glycoprotein thai is 
expressed specifically in glial cells in the mouse brain, and has leucine rich repeats and imirttinoglobulin-like 
domains. Suzuki, et al., J. Biol. ChenL (U.S.), 271(37):22522 (1996). Other studies reporting on die 
Mdpgkal&ncdoM Twar. N.. ct aL. Mol. Cell Endocrinol^ 

(Ireland), 123(l-2):65-70(Dec 1996) (gonadotropin receptor involvement); Minra, Y., et al. t Ni ppon Rinsho 
5 (Japan), 54(7): 1784-1789 (July 1996) (apoptosis involvement); Harris, P. C, et al., JjyrkSesJaafcffiL. 
6(4):1125-1133 (Oct 1995) (kidney disease involvement). 

Leucine rich repeat proteins are ftmher discussed in Kajava, L MoL BioL . 277(3):519-527 (1998), 
Nagasawa, et aL, Genomics. 44(3)^73-279(1997), Bengtsson, LBioLChcm . 270(43)^5639-25644 (1995), 
Gaaiard, et al., figfl* 65(7): 1127-1 141 (1991) and 3CmgBa. Cell, 64(1): 149-157 (1991), all 

10 incorporated herein try reference. 

M Thus, due to an the reasom listed abov^ 

Interest. On a more general level, all novel proteins are of Interest. We herein describe the identification and 
characterization of novel leucine-rich repeat-containing polypeptides, designated herein as FR01282 
ocnVDeoodeSa 

15 

14. PRQ358 

The cloning of the Toll gene 61 DrosophUa, a maternal effect gene that plays a central role in the 
establishment of the embryonic dorsal-vend^ pattern, to 

(1988). The DrosophUa Toll gene encodes an integral membrane protein with an extracytoplasmic domain of 

20 803 amino acids and a cytoplasmic domain of 269 amino acids. The extracytoplasmic domain has a potential 
membrane-spanning segment, and contains multiple copies of a leudne-rich segment, a structural motif found 
in many transmembrane proteins. The Toll protein controls dorsal-ventral patterning in DrosophUa embryos 
and activates the transcription factor Dorsal upon binding to itsligand Spatzlc. (Morisato and Anderson, Cell 
76:677-688 (1994))* In adult DrosophUa* the Toll/Dorsal signaling pathway participates in the anti-fungal 

25 immune response. (Lenaitre et al., CelJ 86:973-983 (1996)). 

A human homologue of the DrosophUa Toll protein has been described by Medzhitov et al . , Nature 
388:394-397 (1997). This human Toll, just as DrosophUa Toll, is a type I transmembrane protein, with an 
extracellular domain consisting of 21 tandemly repeated leucine-rich motifs fleucine-rich region - LRR), 
separated by a non-LRU region, and a cytoplasmic domain homologous to the cytoplasmic domain of the 

30 human interleukin-1 (IL-1) receptor. A constirutivcry active mutant of the human Toll transferred into human 
cell lines was shown to be able to induce the activation of NF-kB and the expression ofNF-icB-conrrolled genes 
for the inflammatory cytokines IL-1, IL-6 and IL-8, as well as the expression of the constimulatory molecule 
B7.1, which is required for the activation of native T cells. It has been suggested that Toll functions in 
vertebrates as a non-clonal receptor of the immune system, which can induce signals for activating both an 

35 innate and an adaptive immune response in vertebrates. The human Toll gene reported by Medzhitov et al .', 
supra was most strongly expressed in spleen and peripheral blood leukocytes (PBL), and the authors suggested 
that its expression in other tissues may be due to the presence of macrophages and dendritic cells, in which it 
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aiuH act as an earty- warning systemic The public GcnBank database contains the following Toll 

sequences: Tolll (DNAXf HSU885404, which is identical with die random sequenced full-length cDNA 
#HUMRSC786-1); ToB2 (DNAX# HSU88878-1); Toll3 (DNAXf HSU88879-1); and ToU4 (DNAXf 
HSU88880-1, which is identical with the DN A sequence reported by Medzhitov et al. f supra). A partial Toll 
seqnence (Toll3) is available from GcnBank under DNAXI HSU8888M. 
5 Porther human homologues of the Drosophfla Toll protein, designated as Toll-like receptors 

flbrfTIJtel-5) were recently don^ 

(Rocket at, Proc Natl, Acad. ScL USA 95:588-593 [1998]). Overexpressionofaconstitu^^ 
ofooelumanTIJ^Croll-protemhonKdogue - Medzhitov et al. t supra; TLR4 - Rocket aL, supra) leads to the 
activation of NP-kB and Induction of the inflammatory cytokines and constimulatpry molecules. Medzhitov 
10 etaL.sqpra. 

M Wo herein describe the identification and chara^ 

Toll, designated herein as PRG358 polypeptides. 

15. PRO1310 

IS* Of interest are proteins related to caiboxypeptidases. Various carboxypepddases are described in the 

literature, Le., Krause et aL, Immunol 161:1 19-127 (1998) and Leiter, J. Endocrinol. 155(2):21 1-214 
(1997). We herein describe the identification 
a caiboxypeptidase, designated herein as PRO 13 10 polypeptides. 

20 16. PRQ698 

The extracellular mucous matrix of olfactory neuroepithelium is a highly organized structure in 
intimate contact with chemosensory cilia that house the olfactory transduction machinery. Hie major protein 
component of this extracellular matrix is olfectomedin, a glycoprotein that is expressed in olfactory 
neuroepithelium and which form intermolecular disulfide bonds so as to produce a polymer (Yokoe et aL, 

25 ftpc, N*tt,ACfMn 90:4655-4659 (1993). BaletaL, Btechemistrv 32:1047-1053 (1993) and Snyder 

et aL, Hinrhftpiigtry 30:9143-9153 (1991)). It has been suggested that olfectomedin may influence the 
maintenan ce, growth or differentiation of chemosensory cilia on the apical dendrites of olfactory neurons. 
Given this important role, there is significant interest in identifying and characterizing novel polypeptides 
having homology to olfectomedin. We herein describe die identification and characterization of novel 

30 polypeptides having homology to olfectomedin protein, designated herein as FR0698 polypeptides. 

17. PRQ732 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Many of these efforts ate focused on die screening of mammalian recombinant DNA libraries to 
35 identify the coding sequences for novel membrane-hound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides having sequence identity to the Difi33 protein, 
designated herein as PR0732 polypeptides. 



7 



WOOC/73454 



PCT/US00/08439 



18. moiM 

Enzymatic proteins play important roles in the chemical reactions Involved in the digestion of foods, 
the biosynthesis of mactomotecakt, the controlled release and utilization of chemical energy, and other 
processes necessary to sustain life. Sulfetases are a family of secreted enzymatic protons that play a variety 
of important metabolic roles ant thus are the subject of interatmresea 
5 Biochem L. 324{Pt 1)33-39 (1997)). Deficiencies of certain sulfetases have beta implicated in various 
human disorders including Sanfilippo D syndrome (see, Litjens et al., Biochem J. 327(Pt l):899-94 (1997); 
LcipprandtctaL J. InheritMetah. Pis. 18(5):647-648(1995); andPreemanetaL Biochem J. 282<pt2):6Q3-<14 
(1992)). We herein describe the identification and characterization of novel polypeptides having sequence 
identity to sulfetase protein, designated herein as PRO1120 polypeptides. 

10 

. »• ssosz 

Efforts are being undertaken by both tndu s tiy and acadenria to identify new, native se c re ted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DMA libraries to Identify the 
coding sequences for novel secreted proteins. We herein describe (ho identification and characterization of 
15 nofvel secreted polypeptides, designated herein as PRQ537 polypeptides. 

2D. HOBS 

Efforts are being mutertaken by both industry 
Many of these efforts are focused on die screening of mammalian recombinant DNA libraries to identify the 
20 coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PR0536 polypeptides. 

21. PRQ535 

Isomerase proteins play many important physiological roles in the mammal. Many different types of 
25 isomerase proteins have been identified and characterized including, for example, protein disulfide isomerases 
and peptidyl-prolyt isomerases. It has been reported that many immunophilin proteins, i.e., proteins that 
serves as receptors for immunosuppressant drugs, exhibit peptidyl-prolyl isomerase activity in that they 
function to catalyze the inferconversion of the cis and trans isomerase of peptide and protein substrates for 
immunophilin proteins. As such, there is significant interest in identifying and characterizing novel 
30 polypeptides having sequence similarity to peptidyl-prolyl isomerase proteins. We herein describe the 
identification and characterization of novel polypeptides having homology to a putative peptidyl-prolyl 
isomerase protein, designated herein as PR0535 polypeptides. 

22. PRQ718 

35 Efforts are being undertaken by both industry and academia to identify new, native transmembrane 

proteins. Many of these efforts are focused on die screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
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chanrtFrfration of novel transmembrane polypeptides, designated herein as PRQ718 polypeptides. 

23. mom 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 
the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other 
processes necessary to sustain life. Dehydrogenases and d>saturascaareafa^^ 

of hnpoitant metabolic roles and thus are the subject of interest in research and industry (see Hablcet ah, MoL 
Gen. Genet. 257(2): 167-176 (1998); Schneider, C. et al„ ProL Bxnr. Purif. 10(2):17M79 (1997)). We 
herek describe the Identification and characterization of novel polypeptides having sequence identity to 
dehydrogenase proteins, designated herein as PR0872 polypeptides. 

24. PRO1063 

Collagen* constitute the most abundant proteins of die extracellular matrix (ECM) in mammalian 
organisms. Collagen and other macromctoculesoftheECMared 

athrte^fanemkmalinesbwork. This ECM environment plays an essential role in guiding ccM migrati o n a n d 
In ™»iu»wyM r^tmwmirjrtlfiw Airmg mmphngMiifi piw*«» The restructuring of the ECM during remodeling 
occurs as a cooperative multistep process involving a localized degradation of existing macromolecules, 
rearrangement of thecytpsfceleton, cell translocation, and deposition of new ECM components. Involved in 
this restructuring are enzymes such as collagenase* and gdatinases which play important roles in the 
degradation of the ECM. hi light of the obviously i mp ort an t roles played by the collagenase enzymes, there 
is «ii*t*i»tifti interest in identifying and characterizing novel polypeptides having homology to these proteins. 
We herein describe die identification and characterization of novel polypeptides having homology to human 
type IV collagenase protein, designated herein as PRO 1 063 polypeptides. 

25. PRQ619 
ImnmiMgtobtriimare 

the B-cefl membrane and as the secreted products of the plasma cell. Like all antibody molecules, 
immunoglobulins perform two major functions: they bind specifically to an antigen and they participate in a 
limited number of biological effector functions. Therefore, new members of the Ig superfemily are always 
of interest 

Of particular interest are novel gene products associated with mu chains in immature B cells. 
Shirasawa, et ah, BMBOJ .. 12(5): 1827-1834 (1993); Dul, et aL, Eur. J. Immunol .. 26(4).-906-913 (1996). 
Moreover, the molecular components and assembly of mu surrogate light chain complexes in pre-B cell lines 
are of interest Ohnishi and Takemori, J. Biol. Chem.. 269(45):28347-28353 (1994); Bauer, etat, Out. Top, 
Micmhinl 137:130-135 (1988). Novel nucleic acids and peptides related to VpreBl, VpreB2 and VpreB3 
by sequence identity are of particular interest The assembly and manipulation of immunoglobulins can effect 
the entire industry related to antibodies and vaccines. 

We herein describe the identification and characterization of novel polypeptides having homology to 
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Vprefl proteins, designated herein as PR0619 polypeptides. 

26. Boas 

Fibroblast growth factor (FGF) proteins exhibit a variety of activities and act by binding to cell surface 
fibroblast growth factor receptors. Many different fibroblast growth fectorrecepton have been Identified airi 
5 characterized, hyJmtipg the fibroblast growth factor receptor-4, which has been shown to be t high affinity 
receptor for both addic and basic FGF (Ron ct al. , J. Biol. Chem. 268:5388-5394 (1993) and Stark et al M 
Development 113:641-651 (1991)). Given the obvious importance of the FGF family of proteins and the ceil 
sutfre* receptors to which they bind, there is significant interest in identifying novel polypeptides having 
homology to the FGF receptor family. We herein describe die identification and characterization of novd 
10 polypeptides having homology to the fibroblast growth factor receptor-4 protein, d e signat e d herein as PR0943 

DOlVDffintnftS i 

27. BBflUM 

Tho identification of nucleotide py^^ 
IS roles these secreted molecules play in calcium pyrophosphate dihydraie (CPPD) deposition disease, arthritis, 
and other joint diseases (see Masuda el at J, HmmBbL (997) 24(8): 158^-1594; and Terketoub et aL, 
Arifaritb Rheum (1998) 37(6):934-941). We herein describe the Mortification and characterization of novel 
polypeptides having homology to nucleotide pyrophosphohydrolases, designated herein as PROH88 
polypeptides. 

20 

28. PRQ1133 

Netrins are molecules that guide growing axons and that are strikingly similar in sequence and in 
function in flies, nematodes and vertebrates. Additionally, netrin receptors have been identified in all three 
animal groups arid shown to have crucial , conserved roles in axon navigation. Netrins and their receptors are 
25 further described in die literature, i.c, Varda-Echavarria and Guthrie, Genes Dev .. ll(5):545-557 (1997); 
Guthrie, QgxJMpJ., 7(1):R6-R9 (1997); and Keynes and Cook, Neuron. 17(6): 1031-1034 (1996). Due to 
their relation to neurons, netrins and their related proteins are of interest. Of particular interest are molecules 
having sequence identity or similarity with netrin. We herein describe the identification and characterization 
of novel polypeptides having homology to netrins, designated herein as PROH33 polypeptides. 

30 

29. PRQ784 

Of interest are membrane-bound and receptor proteins involved in intracellular signaling, metabolism, 
transport, and other pathways. For example, membrane-bound proteins of the endoplasmic reticulum and golgi 
apparatus play important roles in die transport of proteins. The sec22 protein is an endoplasmic reticulum 
35 membrane-bound protein involved in fundamental membrane trafficking reactions where secretory products 
are routed from their site of synthesis to their final destination. The roles of sec22 in transport pathways have 
been reported by numerous investigators (see Tang et al., Biochem Bfefihyi Re * Qgmm 243(3):885-891 

10 
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099% Hay et $L 9 f, BfaL (M 271(10>:5671-5fi79 (1996); and Newman el aL, Mot. Cell Biol. 
10(7):3405-3414 (1990)). We herein describe the identification and characterization of novel polypeptides 
having homology to scc22, designated herein ai PRQ784 polypeptides. 

30. PRQ783 

Efforts are being undertaken by both industiy and acadetma to identify 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for i»vd membrane-bound prote^ We herein describe ftp identification and 
characterization of novel transmembrane polypeptides, designated herein as PRQ783 polypeptides. 

31. PRO820 

hmnunoglobulin molecules play roles fa many important mammalian physiological processes. The 
^tractate of i mmunog l o bu lin molecules has been ex lensivtiy studied and it has been well docu m e nt ed flat intact 
immunoglobulins possess distinct domains* one of which is die constant domain or F, region of the 
immunoglobulin molecule. TheF.domafaofan iinnainogk^ulin, 

recognition and binding, does mediate the ability of the immunoglobulin molecule, either uncomplexed or 
completed with its respective antigen, to bind to F, receptors either circulating in the serum or on the surface 
of cells. The ability of an F c domain of an immunoglobulin to bind to an F c receptor molecule results in s 
variety of important activities, including for example, in mounting an immune response against unwanted 
foreign particles. Thus, molecules related to F c receptors are of interest. F e receptors are further described 
in Tominaga et al., Piochgny Bippby*. Res, Commun,, 168(2):683-689 (1990); Zhang et al., Immuno.- 
39(6):423-427 (1994). We herein describe the identification and characterization of novel polypeptides having 
homology to F c receptor, designated herein as PRO820 polypeptides. 

32. mum 

The folding of proteins and the assembly of protein complexes within subcompartments of die 
eukaryotic cell is catalysed by different members of the Hsp70 protein family. The chaperone function of 
Hsp70 proteins in these events is regulated by members of die DnaJ-like protein family , which occurs through 
direct interaction of different Hsp70 and Dual-like protein pairs that appear to be specifically adapted to each 
other. The diversity of functions of DnaJ-like proteins using specific examples of DnaJ-Hsp70 interactions 
withpofypeptidesfaycast^ Sci.. 
19(4): 176-181 (1994). DnaJ proteins and their involvement in the binding of secretory precursor polypeptides 
to a translocon subcomplex and polypeptide translocation machinery in the yeast endoplasmic reticulum are 
further described in Lyman and Schekman, <M 88(l):85-96 (1997) and Lyman and Schekman, Experientia 
52(12): 1042-1049 (1996), respectively. Thus, DnaJ proteins are of interest, as are proteins related to DnaJ 
proteins, particularly those having sequence klentify with We herein describe the identification 

and characterization of novel polypeptides having homology to DnaJ proteins, designated herein as PRO1080 
polypeptides. 
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33. FRO1079 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identity the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novd secreted polypeptides, designated herein as PRO1079 polypeptides. 

34. PRQ793 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify tho coding sequences for novel membrane-bound proteins. We herein describe the identi fi c ati o n and 
characterization of novel transmembrane polypeptides, designated herein as PROT93 polypeptides. 

35. PRO1016 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 
the biosynthesis of macroraolcculea, the controlled release and utilization of chemical energy, and other 
processes necessaiy to sustain life. Acyhransferases are enzymes which acylate moieties, Acyi-glycerol- 
phosphate acyltransferases can act on lysophosphatidic add as a substrate. The lysophosphatidic acid is 
converted to phophatidic add and thm plays a roto in fanning phosphat^^ 

Sec. Brown, et al.. Plant Mol. BloL . 26(1):21 1-223 (1994). Thus, acyltransferases play an important role in 
die biosynthesis of molecules requiring acylatkra. We herein describe the identification and characterization 
of novel polypeptides having homology to acyltransferase proteins, designated herein as PRO 1016 
polypeptides, 

36. PRO1013 

Efforts are being undertaken by both industry and academia to identify new, native proteins. Many 
of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novd proteins. We herein describe the identification and characterization of novd polypeptides, 
designated herein as PRO1013 polypeptides. 

37. FRQ937 

The glypican family of heparan sulfate proteoglycans are major ceD-surfece proteoglycans of the 
devdoping nervous system. It is bdieved that members of the glypican femily play a role in regulating cell 
cyde progression during die transition of proliferating neuronal progenitor cells to differentiated neurons. 
Lander et al. Persoect Dev. Neurobiol Mfc347-358 (1996). It is likdy that proteoglycans of the glypican 
family play other important roles in neural development (Lander et al., supra), and as well as other tissues, 
as glypican family members have also been found in die devdoping kidney (Watanabe et al. J. Cell Biol. 
130(5): 1207-1218 (1995)). Accordingly, die identification of new members of die glypican family of proteins 
is of interest in research and in industry. 
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Described herein is the identification and characterization of novel polypeptides having sequence 
identity with glypican family proteins, designated herein as PR0937 polypeptides. 

38. mm 

Efiprts are being undertaken by both industry and academia to identic new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PR0842 polypeptides. 

39. FRO&39 . 

Efforts are being undertaken by both industry arwl academia to identify new, native secreted proteins. 
Many of these efforts ate focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novd secreted polypeptides, designated herein as PR0839 polypeptides. 

40. FRO1180 

Methyitransferase enzymes catalyze the transfer of methyl groups from a donor molecule to an 
acceptor molecule Methyitransferase enzymes play extremely important roles in a number of different 
biological processes including, for example, in die electron transport chain in the plasma membrane in 
prokaryotes ar*l in the inner mitochondrial membrane in eukaryotic cells (sec, e.g., Barkovkh et ah, J. Biol. 

272:9182-9188 (1997), Dibrovetal.. J. Biol. Chem. 272:9175-9181 (1997). Lee etal.. J. Bacteriol. . 
179:1748-1754 (1997) and Marbois et al., Arch. Biochem. Bionhvs. 313:83-88 (1994)). Methyitransferase 
enzymes have been shown to be essential for the biosynthesis of ubiquinone (coenzyme Q) and menaquinone 
(vitamin K2) , both of which are essential isopienoid quinone components of die respiratory electron transport 
chain. Given the obvious importance of the methyitransferase enzymes, there is substantial interest in 
identifying novel polypeptide homologs of the methyltransferascs. We herein describe the identification and 
characterization of a novel polypeptide having homology to methyitransferase enzymes, designated herein as 
PROU80 polypeptides.. 

41. PRQ1134 

Bfforts are being undertaken by both industry and autdemia to identify 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identity the 
coding sequences for novel seemed proteins. We herein describe die identification and characterization of 
novel seemed polypeptides, designated herein as PROl 134 polypeptides. 

42. ggffiBfl 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on die screening of mammalian recombinant DNA libraries to identify the 
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coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PRO830 polypeptides. 

43. raoim 

Efforts are being undertaken by both industry aid academism identic 
5 proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novdmemteane-bound proteins. We herein describe the identification and 
characterization erf novel transmembrane polypeptides, de s ig n at ed heron as PRQ1113 polypeptides. 

44. FRQ1277 

10 ECGmu are being undertaken by both industry and academla to Identify new, native proteins. Many 

M effom are focused on the screening of manmna^ 
for novd receptor and other proteins. Of interest is die identification of pn^im that may play roks in various 
lnmmc&iHdersanddysfimctkn. For example, the identification of proteimoflheearandtheftinc^oiisdiey 
play in hearing may lead to an understanding of the causes ofhearing loss and deafoess. Coch-B2isonesuch 

15 protein that has been found to be specifically expressed in the inner ear (cochlea). It has been characterized 
and studied for its possible role in hearing loss (Robertson et al. Genomics (1994) 23(1)^2-50; Robertson et 
al. Genomics (1997) 46(3):345-354). We herein describe the identification and characterization of novel 
polypeptides having sequence identity to Coch-B2, designated herein as PRO 1 277 polypeptides. 

20 45. FRQ1135 

Glycosy latkra is an important mechanism for modulating the physiochemical and biological properties 
of proteins in a stage- and tissue-specific manner. One of the important enzymes involved in glycosylation in 
Saccharomycescerevisiae is alpha 1 ^mannosidase, an enzyme that catalyzes the conversion of Man9GlcN Ac2 
to Man8GkNAc2 during the formation of N-linked oligosaccharides. The Saccharomyces ccrevisiae alpha 1 ,2- 

25 mannosidase enzyme of is a member of the Class I alpha 1,2-mannosidasesthat are conserved from yeast to 
mammals. Given die important roles played by the alpha 1,2-mannosidases in glycosylation and die 
physiochemical activity regulated by glycosylation, there is significant interest in identifying novel polypeptides 
having homology to one or more mannosidases. We herein describe the identification and characterization of 
novel polypeptides having homology to alpha 1 ^-mannosidase protdn, designated herein as PROH35 

30 polypeptides. 

46. PRQ1114 

Interferons (IFNs) encompass a large family of secreted proteins occurring in vertebrates. Although 
they were originally named for their antiviral activity, growing evidence supports a critical role for IFNs in 
35 cell growth and differentiation (Jaramillo et ah. Cancer Investigation 13*31:327-338 (1995)), IFNs belong to 
a dassof negative growth factors having the ability to inhibit the growth of a wide variety of cells with both 
normal and transformed phenotypes. IFN therapy has been shown to be beneficial in the treatment of human 
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m^iigp^mrfi^ wii ir a r|v%d'« «weftm>, chronic mydftgenoui leukemic noiwHfldgkm'i lymphoma, and hairy 
ceQ leukemia as well as in the treatment of infectious diseases such as hepatitis B (Gamliet etal. t fipnmfrg 
Microscopy 2(l):485-492 (1988), Einhorn et aL, Med. Oncol. & Timor Pharmacothcr. l(k25-29 (1993), 
Rmgmberg et al., Miiaouri Medidne 850)21-26 (1989* Saracco et at, QtQffiWW*mtoM mi 

Hematology 10:668473 (1995), Gonzalez-Mateos et al., Hepato-Gastroenterotogv 42:893-899 (1995) and 
5 Mabgoamera et aL, Pharmacotherapy 17(5*998-1005 (1997)). 

Interferons can be classified into two major groups based upon their primary sequence. Typo I 
i ntCT fcr pp fr t IFN-ft w4 m*# t ira encoded by a niperfamily of mtrernkss genet consisting of the IPN-tf gene 
family and a single IFN-P gene that are thought to have arisen from a common ancestral gene. Type I 
imerfefmis may be produced Type DIFN, or IFN^, is restricted to 

10 and natural killer cells) and is stimulated by nonspecific T cell activators or specific antigens in vivo. 
M Although bofc type I and type BIFNsp^ 

on distinct cell surface receptors, wheiem the binding generally spec^ 
Todar 9-393-400 (1988)). Bom IFN^ and IFN^ bind ammct^ 

wtereas IFN-y binds to a disdnct type n receptor. The presence and number of IFN receptors on the surfece 
IS of aceD does not generally reflect the sensm^^ 

IFN protein is mediated through binding to a ceU surfiro mterferon receptor. As such, the identification and 

characterization of novel interferon receptor proteins n of extreme mterest 

We herein describe the Identification and characterization of novel interferon receptor polypeptides, 

designated herein as *PR01 1 14 interferon receptor* polypeptides. Thus, the PRO 1114 polypeptides of the 
20 present invention represents a novel cell surfece interferon receptor. 

47. FRQ828 

Glutathione peroxidases are of interest because they play important roles in protection against risk of 
coronary disease, atherosclerosis, platelet Iryperaggrcgation and synthesis of proaggregant and proinflammatory 

25 compounds. Glutathione peroxidases are mvorved fa the reduction of hyd 

whkftm turn regulate the active This ultimately influences 

the production of eicosanoids and modulates the balance between a proaggregatory and antiaggregatory state 
of platelets. These and other activities and functions of glutathione peroxidases are discussed in greater detail 
by Ursini et al., Biomed. Environ. Set 10(2.3): 327-332 (1997); Vitoux et al., Aim, Biol, Qhj (ftyfo) 54(5): 

30 181487 (1996); and Mirauh et al., Ann N. Y. Acad. Sci 738: 104-115 (1994). 

We herein describe the identification and characterization of novel polypeptides having sequence 
identity with glutathione peroxidases, designated herein as PR0828 polypeptides. 

48* FRO1009 

35 Long chain acyl-CoA synthetase converts free fatty acids to acyl-CoA esters. This synthetase has been 

reported to have interesting characteristics. Specifically, it has been reported that two boys having Alport 
syndrome, elliptocytosis and mental retardation carried a large deletion where long chain acyl-CoA synthetase 
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4 would have been located. Thus, die absence of this cmyme is believed to play a role m to 

mental retardation or otber signs associated with Alport syndrome in the family. Pkcini, et al.. Genomics. 

47(3)350-358(1998). Moreover, it 1m been reported thtf 

C, inhibits superoxide anion generation and degranulitkm by human neutrophils- Thus, it is suggested that 
there b a role for acyKhAesten in regulating a^ 
5 or subsequent step(s). Koichak, et aL f J. Biol. Chem .. 269(48):30281-30287 (1994). Long chain acyl^CoA 
synthetase is also briefly discussed in a report which describes very long chain acyi-CoA synthetase. 
Utfriyama, et aL, J.BioLChcm .. 271(48):30360 (1994). Thns,iongc^acyi-CGA8^^ 
novel polypeptides having sequent* idei^ therewith are of toteiest 

We herein describe the identification and characterization of novel polypeptides having sequence 
10 identity with long chain acyl-CoA synthetase, designated herein as PRO1009 polypeptides. 

49. FRQ1M7 

. Gtycosyfrhospbatidyli^ 
and are thus known to be involved in the regulation of responses of cells to numerous growth Actors, cell 
15 flrfh»«ini molecules x«A »*trar»iiiii«r mutrit c fti n p rt n e n t ^ The metastasis-associated GPl-anchoied protein 
(MAGPIAP) is one of these ceUsurfece proteins wh^ Metastasis is the 

form of cancer wherein the transformed or malignant cdb are traveling and spreading the cancer from one site 
to another. Therefore, identifying the polypeptides related to metastasis and MAGPIAP is of interest. 

We herein describe the identification and characterization of novel polypeptides having sequence 
20 identity with MAGPIAP, designated herein as PRO1007 polypeptides. 

50. PRO1056 

Mammalian cell membranes perform very important functions relating to the structural integrity and 
activity of various cells and tissues. Of particular interest in membrane physiology is the study of trans- 

25 membrane km channels whkftaq to pharmacological and cellular 

processes. Numerous ion channels have been identified including calcium (Ca), sodium (Na), chloride (CI) 
and potassium (K) channels, each of which have been analyzed in detail to determine their roles in 
physiological processes in vertebrate and insect cells. These roles include such tilings as maintaining cellular 
homeostasis, intracellular signaling, and the lite. Given the obvious importance of the ion channels, there is 

30 significant inrerest in identifying and characterizing novel polypeptides having homology to one or more ion 
channels. We herein describe the identification and characterization of novel polypeptides having homology 
to a chloride channel protein, designated herein as PRO1056 polypeptides.. 

51. PRQ826 

35 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 

Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
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novd secreted polypeptides, designated herein as PR0826 polypeptides. 

52. HMfflg 
BCbmaiebeiqgundcita^ 

Many of tbese efforts are focused on tbe screening of mammalian recombinam DNA lihraries to identify the 
coding sequences for novel secreted proteins. Wo herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PR0819 polypeptides. 

53. PRO1006 

Efforts are being undertaken by both industry and academia to identify new, 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. Wo herein describe the Mcattficatiofl and characterization of 
novel secreted polypeptides, designated herein as PRO1006 polypeptide*. 

54. PROU12 

Efforts are being undertaken by both industry and academia to identify]^ 
proteins. Many of these efforts arc focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins* Wo herein describe tfao identification and 
characterization of novel transmembrane polypeptides, designated herein as PROll 12 polypeptides. 

55. PRO1074 

Many membrane-bound enzymatic proteins play important roles in the chemical reactions involved 
in metabolism, including the biosynthesis of macromolecules, the controlled release and utilization of chemical 
energy, development of tissues, and other processes necessary to sustain life. Galactosyltransforases are a 
family of enzymes that play a variety of important metabolic roles and thus are the subject of interest in 
research and industry. Numerous references have been published on the identification of galactosyl transferases 
and tbe roles they play in cellular development, maintenance, and dysfunction. 

We herein describe the identification and characterization of novel polypeptides having homology to 
galactosyltransforases, designated herein as PRO 1074 polypeptides. 

56. EgflflflflS 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PRO1005 polypeptides. 

57. PRO1073 

• Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
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Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe die identification and characterization of 
novd secreted polypeptides, designated herein as PRO1073 polypeptides, 

58. PRQ1152 

Efforts are being undertaken by both industry and arademia to identify new, native membrane-bound 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify die coding se q u e nces for novel membrane-bound proteins. We herein describe fee identification and 
characterization of novd transmembrane polypeptides, designated heron as PRQ1152 polypeptides. 

59. nana 

mmJJb ffl wt W MT ""_ PF 1 ^ > fF 1B F f M H DlvCdHS 888181 1PI1DW1P11 OI vCU^vCU JIHICOOIH HuQ IPCflUZBIlOil Ol I PCl DOnUlD 

protein receptors and ion channels (DanidsctaL, Nat Struct. BioL 5:317-325 (1998) aadUIhncrctai, PBBS 

424:63-68 (1998)). PDZ domains interact with the (^termimd re^ 
protein. Based on their binding specifidtks and sequence homologies, PDZ domains fell into two classes, 
class I and class H. In light of die obvious importance of the PDZ domain-containing proteins, there is 
significant interest in identifying novel polypeptides that have homology to those proteins. We herein describe 
die identification and characterisation of novel polypeptides having homology to PDZ domain-containing 
proteins, designated herein as PROU36 polypeptides. 

60. FRQ813 

Surfactant proteins play extremely important biological roles in die mammalian pulmonary system . 
One mammalian protein that has been studied and well characterized is pulmonary surfactant-associated protein 
C. For example, Qanbar et al., Am. J. Phvsiol. 271:L572-L580 (1996) studied the effect of pahnitoylation 
of pulmonary surfactant-associated protein C on the surface activity of phospholipid mixtures. Specifically, 
the authors demonstrated that pahnitoylation of pulmonary surfactant-associated protein C greatly ™***nr+A 
lipid re-reading and film stability and, therefore, was extremely important for surfactant ftinction. Given the 
obvious important roles played by surfactant protein in die mammalian organism, there is significant interest 
m identifying novel polypeptides having homology to one or more surfactant enzymes. We herein describe 
die identification and characterization of novd polypeptides having homology to pulmonary surfactant- 
associated protein, designated herein as PR0813 polypeptides. 

61. PRO809 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences to novd secreted proteins. We herein describe the identification and characterization of 
novd secreted polypeptides, designated herein as PRO809 polypeptides. 
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€2. mxm 

Of particular interest are novel proteins which have sequence identity with known proteins. For 
example, novel proteins having some sequence identity with the m^ 

of interest The MHC complex is a region of multiple loci that play major roles in determining whether 
transplanted tissue will be accepted as self (histocompatible) or rejected as foreign (histoincompatible). 
Moreover, the MHC plays a central role in the development of both humoral and cell-mediated immune 
responses. There are class I, Hand in MHC antigens, all known in the art Class I antigens are glycoproteins 
expressed on the surface of nearly all nudeated cdls» where they rnesertp 

necessary for the activation of Tc cell*. The assembly of MHC class I antigens is farther described in Kvist 
and Levy, Semin. Immunol . 5(2): 105-1 16 0993) and Maffei, et al. t Hum. Immunol.- 54(2):91-103 (1997). 

We herein describe die identification and characterization of novel polypeptides having sequence' 
identity to various MHC-I antigens, designated herein as FR079 1 polypeptides, 

63. PRP1M4 

BBfarts are being undertaken by both industry and academk to ttQttifynew^ 
Many of these efforts are focused on the screening of mammal ian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PRO 1004 polypeptides. 

64. PROllll 

Protein-protein interactions include receptor and antigen complexes and signaling mechanisms. As 
more is known about the structural and functional mechanisms underlying protein-protein interactions, protein- 
protein interactions can be more easily manipulated to regulate the particular result of the protein-protein 
interaction. Thus, the underlying mechanisms of protein-protein interactions are of interest to the scientific 
and medical community. 

All proteins containing leucme-rich repeats are thewght to be invohrd in protein-pro^ interactions. 
Leucine-rich repeats are short sequence motifs present in a number of proteins with diverse functions and 
cellular locations. The crystal structure of ribonuclease inhibitor protein has revealed that leucine-rkh repeats 
correspond to beta-alpha structural units. These units are arranged so that they form a parallel beta-sheet with 
one sur f ace exposed to solvent, so that the ptotefa acquires an unusual, nonglubular shape. These two features 
have been indicated as responsible for the protein-binding fractions of proteins containing leucine-rich repeats. 
See, Kobe and Deisenhofer. Tm^Bjochem, gcj,, 19(10):41*421 (Oct 1994). 

A study has been reported on leucine-rich proteoglycans which serve as tissue organizers, orienting 
and ordering collagen fibrils during ontogeny and are involved in pathological processes such as wound 
healing, tissue repair, and tumor stroma formation, loan. R. V.. Crit. Rev. Biochem. MnL BinL. 32/21- 141- 
174 (1997). Others studies implicating leucine rich proteins in wound healing and tissue repair are De La 
Salle, C, et ah, Vouv. Rev. Fir. HemamK (Germany), 37(4):215~222 (1995), reporting mutations in die 
leucine rich motif in a complex associated with die bleeding disorder Bernard-Soul ier syndrome, Chlemetson, 
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K. I H Thromb. Haemost (Germany), 74(1): 11 1-1 16 (July 1995), reporting that platelets have leucine rich 
repeat and Rooslahti, B. I., et aL, WO9110727-A by La Jolla Cancer Research Foundation reporting that 
decorin binding to transforming growth factorf) has involvement in a treatment for cancer, wound healing and 
scarring. Related by ftmctfan to this group of proteins is the instil in 1 to growth factor (IGF), in that it is useftd 
in wound-healing and associated therapies concerned with re-growth of tissue, such as connective tissue, skin 
and bone; inpromoting body growth in humans and animals; and in stimulating other growth-related processes. 
The add labile subunit of IGF (ALS) is also of interest in that it increases the half-life of IGF and is part of 
the IGF complex in vivo . 

Another protein which has been reported to have la i rin e-rich repeats la the SLIT protein which has 
been fypwt cd to bo TW^fiyl In fi ^Mtli^g nemo degenerative diseases such as A lThf^**^^*ff disease, nerve damage 
such as in Parkinson's disease, and for diagnosis of cancer, see, Aitavantstsakonas, S. and Rothberg, J. M. f 
t W0921QS18-A1 by Yale University, Of particular interest it UG-1. a membrane glycoprotein that it 
expressed specifically in glial cells in die mouse lmrin, and has leucine rich repeats and ii^ 
domain. Suzuki, et aL, J. Biol. Chem . (U.S.). 271(37)^2522 (1996). Other studies reporting on the 
btotogkalfhnctkmsofproteimh^ T*yr_ N__ et ah f hfaL (?ril Bn^ftffrinnl r 

(Ireland), 125(1-^:65-70 (Dec 1996) (gonadotropin receptor involvement); Miura, Y., et aL, Nippon Rinsho 
(Japan)* 54(7): 1784-1789 (July 1996) (apoptosis involvement); Harris. P. C, et al. f J. Am. Soc. Nephrol.. 
6(4):ll25-1133 (Oct 1995) (kidney disease involvement). 

We herein describe die identification and characterization of novel polypeptides having homology to 
LIG. designated herein as FROl 1 1 1 polypeptides. 

65. PRQ1344 

Factor C is a protein that is intimately involved with the coagulation cascade in a variety of organisms. 
The coagulation cascade has been shown to involve numerous different intermediate proteins , including factor 
C, all of whose activity is essential to the proper functioning of this cascade. Abnormal coagulation cascade 
function can result in a variety of serious abnormalities and, as such, the activities of the coagulation cascade 
proteins is of particular interest As such, efforts are currently being undertaken to identify novel polypeptides 
having homology to one or more of die coagulation cascade proteins. 

We herein describe die identification and characterization of novel polypeptides having homology to 
factor C protein, designated herein as PR01344 polypeptides. 

66. EBQUflg 

Carbohydrate chains on glycoproteins are important not only for protein conformation, transport and 
stability, but also for cell-cell and cell-matrix interactions. (M,4-gaiactosyl transferase is an enzyme that is 
involved in producing carbohydrate chains on proteins, wherein die p- 1 ,4-galactosyltransferase enzyme acts 
to transfer galactose to die terminal N-acetylglucosamine of complex-type N-glycans in the Golgi apparatus 
(Asano et aL, BMBO J. 16:1850-1857 (1997)). In addition, it has been suggested that 0-1,4- 
galactosyltransferase is invloved directly in cell-cell interactions during fertilization and early embryogenesis 
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through a subpopulation of this enz^ Specifically, Lu el al., Development 

124:4121-4131 (1997) and Larson et al., BtoL Renrod. 57:442-453 (1997) have demonstrated Oat 0-1,4- 
gahcte yl ir an sfcrase is expressed on fee surface of sperm from a variety of mammalian specks, thereby 
suggesting an important rote m InUgtooftbeabov^ncwelpolypeptkto 
to ft-1 ,4- gal a rto syhransf erase are of interest. 
5 We herein describe die i dentifi cation and characterization of novel polypeptides having homology to 

{M ,4-galactosyItntnsferase, designated herein as PROl 109 polypeptides. 

67. FRQ1383 

The nmb gene is a novel gene that encodes a putative transmembrane glycoprotein which is 
10 differentially expressed in mttaslni h; tinman mrianoma cell lines and which shows suhstantisl homology to die 
^ precursor of pMEL17, a meJanocyte-speciflc protein (Wetennan et al. , IsLL£sD£tt 60:73-8 1 (1995)). Given 
theirtereamklertifyiiigtn^ 

polypeptides having homology to nmb. We herein describe fee identification and characterization of novel 
polypeptides having homology to die nmb protein, designated herein as PRO 1383 polypeptides* 

15 

«• mum 

Efforts are being undertaken by both industry and academk to identify new» native secr^ed proteins. 
Many of these efforts are focused on fee screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe fee identification and characterization of 
20 novel secreted polypeptides, designated herein as PRO1003 polypeptides. 

69. EBQHfli 

Lysophosphatidic add acyhransferase (LPAAT) is an enzyme feat in lipid metabolism converts 
tysophosphatkiic acid (LPA) into phosphatide acid (PA). LPA is a phospholipid that acts as an intermediate 

25 in membrane phospholipid metabolism. VariousLPAAT enzymes have been identified in a variety of species 
(see, e.g., Aguado et at, J. Biol. Chem 273:40964105 (1998), Stamps et al., Biochem. J. 326:455-461 
(1997), Eberhart et al., J. BioL Chem. 272:20299-20305 (1997) and West et al. 9 DNA CeM Biol. 16:691-701 
(1997)). Given the obvious importance of LPAAT in a variety of different applications including cell 
membrane maintenance, there is substantial interest in identifying and characterizing novel polypeptides having 

30 homology to LPAAT. We herein describe the identification and characterization of novel polypeptides having 
homology to LPAAT protein, designated herein as PROl 108 polypeptides. 

70. PRQ1137 

A particular class of secreted polypeptides that are of interest in research and industry are 
35 ribosyhransferases. Braren et al. described fee use of EST databases for the identification and cloning of novel 
ribosvhramfaase gene fimrilv members f Adv. Exp. Med. Bio||. 419: 163-168 (1997)), Ribosyl transferases have 
been identified playing rotes in a variety of metabolic functions including posttranslational modification of 
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proteins (Sixty et aL, J. Leukoc. Biol. 63(1): 15-21 (1998)). and mediation of tte assembly of filamentous 
actio and chemotaxis in polymoiphonudear neutrophil leukocytes (Kefalas el al. Adv. Bxn. Med. Biol. 
4193*1-244(199?)). 

Described herein is the identification and characterization of novel polypeptides having homology to 
ribosyltransferasc, designated herein as PRP1137 polypeptides, 

5 

71* PRQ1138 

BfE^ are bdngundemken by both industry and academ 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify die coding 
SQQpcoBcs fiw novel recep to r proteius< Of particular Int er est is dm I den tification of mc mht ao^bound psote§ns 
10 found ia ccDs of dm hematopoietic system, as fhey often [day important roles infighting infection, repair of 
injured tissues, and other activities of cells of the hematopoietic system* For instance, CD84 leukocyte antigen 
has recently been Identified as a new member of the Ig superfarnjfy (do la Ftoente tt cL 9 Blood. 90(6)12 398- 
2401(1997)). 

Described herein is the idrai tificatton and characterization of a novel polypeptide having homology to 
15 CD84 leukocyte antigen, designated herein as PROH38 polypeptides. 

72. tsosm 

The proteins of the major urinary protein complex (MUP), proteins which arc members of the 
lipocalin family, fimction to bind to volatile pheramones and interact with the vomeronasal ncuroepithelium 

20 of the olfactory system. As such, proteins in the MUP family are intimately involved in the process of 
attraction between mammals of different sexes. Many different MUP family members have been identified 
and characterized and shown to possess varying degrees of amino acid sequence homology (see, e.g., Mucignat 
et al.. Chem. Senses 23:67-70 (1998), Ferrari et al., FEES Lett. 401:73-77 (1997) and Bishop et al., BMBO 
1* 1 :615-620 (1982)). Given the physiological and biological importance of the MUP family of proteins, there 

25 is significant interest in identifying and characterizing novel members of this family. We herein describe die 
identification and characterization of novel polypeptides having homology to MUP family of proteins, 
designated herein as PRO 1054 polypeptides. 

73. PRQ994 

30 The L6 cell surface antigen, whkh is lugtity expressed <m lung 

has attracted attention as a potential therapeutic target for murine monoclonal antibodies and their humanized 
counterparts (Marken et al., Proc. Nad. Acad. Sci. USA 89:3503-3507 (1992)). The cDNA encoding this 
tumor-associated cell surface antigen has been expressed in COS cells and shown to encode a 202 amino acid 
polypeptide having three transmembrane domains. The L6 antigen has been shown to be related to a number 

35 of cell surface proteins that have been implicated in the regulation of ceil growth, including for example CD63 
and CO029, proteins which are also highly expressed on tumor cells. As such, there is significant interest 
in identifying novel polypeptides having homology to the L6 tumor cell antigen as potential targets for cancer 
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therapy. We hcrcin describe the identification and characterization of novel polypeptides having homology 
to the L6 cell surface tumor cell-assodated antigen, designated, herein as PR0994 polypeptides- 

74. mora 

Steroid binding proteins play important roles in numerous physiological processes associated with 
steroid (taction. Specifically, one steroid binding protein-associated polypeptide that has been well 
chmcterized is component 1 of the prostatic binding protein Component 1 of the prostatic binding protein 
has been shown to be specific for summit F of the prostatic binding protem, the major seo^tory glyc»pro^ 
of the rat ventral p™»™* m «i_ r fi^i I ™™h""- 123r5S-fi2 ri982E and Uao eraL. J. Biol. Chem 

257:122-125(1982)). The amino acid sequence of component 1 of the prostatic binding protein has been 
detennined,wheieta the sequent This 
protein plays an important role in the response of the prostate gland to sterol We herein describe 

the M^ft^H and characterization of novel polypeptides having homology to prostatic steroid-binding 
protein cl» designated herein as PROS12 polypeptides. 

75. PRO1069 

Of particular interest is the identification of new membrane-bound proteins involved in km 
condpctacce such as channel inhibitory fector (CHIP) and MAT-8, whkh have recently been reported (see 
WaUet ah, Am. J. PhvsioL 272(5 pt 2): F617-P623 (1997); Capurro et al, Am, J. EteteL 271(3 pt 1): 
C751C762(1996); Wald et ah, Am. J. PhvsioL 271(2 nt 2): F3±M329 (1996): and Morrisonet aL. J^BioL 
Chem 270(5):2176-2182 (1995)). 

Described herein is the identification and characterization of novel polypeptides having homology to 
CHIP and MAT-8 polypeptides, designated herein as PRO1069 polypeptides. 

76. PRQ1129 

Cytochromes P-450 are a supermmOy of hemoproteins which represent the main pathway for drug 
and chemical oxidation (Horsmans, Acta Gastroenterol Beig> 60:2-10 (1997)). This supertamfly is divided 
into families, subfamilies and/or single enzymes. Recent reports have provided a great deal of information 
concerning the cytochrome P-450 isozymes and increased awareness of life threatening interactions with such 
commonly prescribed drugs as cisapride and some antihistamines (Michalets, Pharmacomerapv 18:84-112 
(199^ and Singer et al., J. Am Acad. Dermatol. 37:765-771 (1997)). Given this information, mere is 
significant interest in identifying novel members of the cytochrome P-450 family of proteins. We herein 
describe the identification and characterization of novel polypeptides having homology to cytochrome P-450 
proteins, designated herein as PROH29 polypeptides. 

Urotensins are neurosecretory proteins that are of interest because of their potential roles in a variety 
of physiological processes including smooth muscle contraction (Yano et al. Gen. Comp. Endocrinol. 96(3): 
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412-413 (1994)X regulation of arterial blood pressure and heart rate (Le Mevd et al. Am. J. Phvslol. 271(5 
EH2): R1335-R1343 (1996)), a~t r^rtWamirf t*™*™ HViiniftW m al i garejdJ^dfflnMd. Itinl. 48Q- 
3): 287-292 (1994)). 

Win herein describe tha identification and characterization at nftvrf polypcptidca tiavmg homology tfr 

urotensm, designated herein as PRO1068 polypeptides. 

5 

78. PRO1066 

Efforts are being undertaken by both industry and acadcmia to identify new, native secreted proteins. 
Many of ihcac effoi ts are focused on die screening of rmnumlun recombinant DNA libraries to identity die 

n fa I tm mm mmm iHiia mt mm mm m+ m a mmm*m-m* Jm\ «m^J*1ma UF a Va^aIa iIajumIWa aSla m\ ^ ■?? mi ■ mm m mm mm^Jk mm* m r— — A ■ i * ■ ■ m\ m ■ ■ ■ — ^ 

cooing sequences tor novel secreted proteins, we ncrcm aescnoe me locon nc a non ana cnaractenzanon 01 
novel secreted polypeptides, designated ncrem as rKUiuoo polypeptides. 

* 79. PRQ1184 

Bffom are befog undertaken by bc^ 
Many of these efforts are focused on the scttenlng of mammalian iccomhmanr DNA libiariet to identify the 
15 coding sequences for novel secreted proteins. We herein describe fee identification and characterization of 
novel secreted polypeptides, designated herein as PR01184 polypeptides. 

80. PRO1360 

Efforts are being umlcrrakfai by both industry and academia to identify new, native secreted proteins. 
20 Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify die 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PRO1360 polypeptides. 

81. PRO1029 

25 Efforts are being undertaken by both todustry and yademia to identify raw, 

Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PRO1029 polypeptides. 

30 82. PRQ1139 

Obesity is the most common nutritional disorder which, according to recent epidemiologic studies, 
affects about one third of all Americans 20 years of age or older. Kuczmarski et al., J. Am. Med. Assoc. 272, 
205-11 (1994). Obesity is responsible for a variety of serious health problems, including cardiovascular 
disorders, type II diabetes, insulin-resistance, hypertension, hypertriglyceridemia, dyslipoproteinemia, and 

35 some forms of cancer. «-Simyer r P Y r ^nn^ lnt n 119. 655450 (1993); Colfite. QJL. Am. J. Clin. 
Nutr. 55, 503S-507S (1992). A single-gene mutation (the obesity or m ob m mutation) has been shown to result 
in obesity and type D diabetes in mice. Friedman. Genomics 1L 1054-1062 (1991V Zhang etal.. Nature 
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372,425431 (1994) have recently reported the cloning and sequencing of the mouse cb gene and its human 
homologne, and suggested that the ob gene product may function as part oft signaling pathway from adipose 
tissue** acts to regulate the size of the body fet depot Parabiosis experiments performed more than 20 years 
ago predicted that the genetically obese mouse containing two nwtam 
not podoce a satiety factor which regulates its food intake white the 

not respond to a satiety factor. Coleman and Hummal, Am. J. PhvsioL 217, 1298-1304 (1969); Coleman, 
Diabrtol 9 t 294-98 (1973). OB proteins are disclosed, for example, in U.S. patent Nos. 5,532336; 
5»5S1422; 5,552423; 5,552,514; 5454,727. Recent reports by three independent research teams have 
demonstrated that daily Injections of icco flflihfaMmt protein inhibit food intake so d reduce body weight and 
fet in grossly obese ob/ob mice but not in db/db mice (Pclleymounter et al.. Science 269. 540-43 [1995]; 
Habactd., Science 269. 543-46 [1995]; CampficMetaL, Science 269. 546-49 [1995]), suggesting that the 
ofr protein is such a satiety factor as proposed in ftarly cross^ ei rc ul srton studies, 

A receptor of the OB pnrtein (OB-R) iadisc^^ 1263-71 (1995). The 

OB*S b a single membrane-spanning receptor homologous to members of the class I cytokine receptor ffemOy 
(TttfrgBact at, supra: Bazan, Proc. Natl. Acad. Set. USA 87. 6934-6938 [1990]). Two 5 , -untranslated 
regions and several 3 , -aJternath» splice varia^ 

have ben described in mouse, rat and human (Chen et al., Cell 84, 491-495 [19961; Quia et at. Science 271 , 
994-996 [1996]; Tartaglia et al., supra; Wang et al., FEES Lett . 392:87-90 [1996]; Phillips et al.. Nature 
QSSXL 13. 18-19 [1996|; Qoffi et aL, Nature Med.. 2 585-589 T1996B. A human hematopoetin receptor, 
which might be a receptor of die OB protein, is described in PCT application Publication No. WO 96/085 1 0, 
published 21 March 1996. 

Bailleul et al., Nucl. Acids Res. 25, 2752-2758 (1997) identified a human mRNA splice variant of 
the OB-R gene that potentially encodes a novel protein, designated as leptin receptor gene-related protein (OB- 
RGRP). This protein displays no sequence similarity to the leptin receptor itself. The authors found that the 
OB-RGRP gene shares its promoter and two exons with die OB-R gene, and suggested that there is a 
requirement for a coordinate expression of OB-R and OB-RGRP to elicit the full physiological response to 
leptin fa Ww. 

83. PRO1309 

Protein-protein interactions include receptor and antigen complexes and signaling mechanisms. As 
more is known about the structural and functional mechanisms underlying protein-protein interactions, protein- 
protein interactions can be more easily manipulated to regulate the particular result of the protein-protein 
interaction. Thus; the underlying mechanisms of protein-protein interactions are of interest to the scientific 
and medical community. 

All proteins containing leudne-rkh repeats are thought to be involved in protein-protean interactions. 
Leucine-rich repeats are short sequence motifs present in a number of proteins with diverse functions and 
cellular locations. The crystal structure of ribonuclease inhibitor protein has revealed that leucine-rich repeats 
correspond to beta-alpha structural units. These units are arranged so that they form a parallel beta-sheet with 
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qaeartwcaposed to solvent so Ito^ These two features 

havobcen indicated as responsible for the protein-bindiDg functions of proteins containing Inrirwvrich repeats 
Sec Kobe and Deisenhofer. Trends Biochem. Sri.. 19(1 0>:4 15-421 (Oct 1994); Kobe and Deisenhofer,Gjrfc 
QBhJte^ffiaL 5(3):409416 (1995). 

A study has been reported on leutine-rich proteoglycans which serve as tissue organizers, orienting 
5 and offering collagen fibrils during ontogeny and ate involved in pathological processes such as wound 
heating, tissue repair, and tumor stroma formation, torn. H V_. Qrit. Rev. Btochem MoL Biol- 32(g): 141- 
1740997). Others studies implicating leucine rich proteins in wound healing and tissue repair are De La 
Salle, C, et at. YffllYi R^Y. & F*™*" 1 (Gennany), 37(4)315-222 (1995). reporting mutations in the 
torn iidi motif inacon^to 
10 K. I., Thromb. Haemost (Germany), 74(1):111-116 (July 1995). reporting dial platelets ham leucine rich 
^ repeats awl Ruoslahti,B. I., etaL, WO9110727-A by UJolb Cancer 
decorinMndingtotransfonni^ 

scarring. Related by jftmctkm to this group of proteins b them 

in wouatlhealing and associated therapies caicemed with re~grow& 
15 and tone; inpromoth^ 

The add labile subunit of IGF (ALS) is also of interest in that it increases the half-life of IGF and is part of 

the IGF complex in vivo. 

Another protein which has been reported to have leucine-rich repeats is the SLIT protein which has 

been reported to be useful m treating n 
20 such as in Parkinson's disease, and for diagnosis of cancer, see, Artavanistsakonas, S. and Rothberg, J. M. , 

WO9210518-A1 by Yale University. Of particular interest is UG-1, a membrane glycoprotein that is 

expressed specifically in glial cells in the mouse brain, and has leucine rich repeats and immunoglobulin-like 

domains. Suzuki, et ah, J. Biol. Chem. (U.S.), 271(37):22522 (1996). Other studies reporting on the 

biological functions of proteins having leucine rich repeats include: Tayar. N.,etaL, Mol. Cell Endocrinol. - 
25 (Ireland), 125(l-2):65-70(Dec 1996) (gonadotropin receptor involvement); Miura. Y.. et al.. Ni ppon Rinsho 

(Japan), 54(7): 1784-1789 (July 1996) (apoptosis involvement); Harris, P. C, et at, #, Am, gpc, Nephrol.. 

6(4):1125-1 133 (Oct. 1995) (kidney disease involvement). 

Efforts are therefore being undertaken by both industry and academia to identify new proteins having 

leucine rich repeats to better understand protein-protein interactions. Ofparticular interest are those proteins 
30 having leucine rich repeats and homology to known proteins having leucine rich repeats such as platelet 

glycoprotein V, SUT and ALS. Many efforts are focused on the screening of mammalian recombinant DNA 

libraries to identify the coding sequences for novel membrane-bound proteins having leucine rich repeats. 

84. mam 

35 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 

Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
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novel secreted polypeptides, designated herein as PR01Q28 polypeptides, 

85. PRO1027 

Efforts are being undertaken by both industry and acaderaia to ider^ 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify tbe 
coding sequences for novel seemed proteins. We herein describe the identification and characterization of 
novel secreted polypeptides* designated herein as PRO 1027 polypeptides. 

86. PRQ11OT 

Of particular interest are novel proteins having some s eq u e n ce identity to known proteins* Known 
profrim include PC- 1, anecto-enzyme possessing allalinDphoqthodiesteiasel andnucleotidepyiophosphatase 
^ activities, former described in Belli ct aL, Ear. J. Biochem . . 228G):66»676 (1995). Phosphodiesterases are 
also described in Fuss etaL, J. NemoscL . 17(23):9095-91<B 0997) and Scott etaL. Henatolottv. 25(4):995- 
1002 0997)* Phosphodiesterase I, is described as a novel adhesin molecule and/or cytokine (related to 
auflotaodn) involved in oligodendrocyte foncrion. Fuss, supra* 

We herein describe the identi ficatkm and characterization of novel polypeptides having homology nto 
PC-1, designated herein as PRO1107 polypeptides. 

87. PRO1140 

Efforts are being undertaken by both industry and acadeinia to identify new, native membrane-bound 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PROl 140 polypeptides. 

88. FRO1106 

As the mitochondria is primarily responsible for generating energy, proteins associated with the 
mitochondria are of interest Recently, a cDNA from a novel Ca++-dependent member of the mitochondrial 
solute carrier superfamiry was isolated from a rabbit small intestinal cDNA library as described in Weber, et 
at, PNAS USA. 94(16): 8509-8514 (1997). It was reported that this transporter has four elongation factor- 
hand motifs in the N-tenninal and is localized in the peroxisome, although a fraction can be found in the 
mitochondria. Thus* this transporter, and proteins which have sequence identity to this and other members 
of the mitochondria] solute carrier superfamily are of particular interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
a peroxisomal calcium dependent solute carrier protein, designated herein as PROl 106 polypeptides. 

89. PRQ1291 

ButyrophOin is a milk glycoprotein that constitutes rrwre 
die tat globule membrane in mammalian millc. Expression of butyrophilin mRNA has been shown to correlate 
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wilh the onset of milk fit production toward the end pregnancy and is maintained throughout lactation. 
Butyrophilin has been identified in bovine, murine and human (see Taylor et at, Bfochim. Biophvs. Acta 
130&M 0996). IsMi et d., Pfocirfm, JBjQpfaya. Atil 1245:285-292 (1995), Mather et al., f, Paftyfti, 
763832*3850 (1993) and Bangfrart et at, iLfibLQlfigk 273:4171 »4179 (1998)) and is t type I transmembrane 
protein dial is incorporated into die fat globulin membrane. It has been suggested that butyrophilin may play 
% role as the p rincip le scaffold far the a ssem bly of a complex whh x anthine defaydio geaase /oixkfase and other 
proteins that function in the budding ami rdease of iniik^gto^ 
(Banghart et al., supra) . 

Given that butyrophilin plays an obviously important role in mammalian milk production, there is 
substantial interest in identifying novel butyrophilin homology We herein describe die identification and 
enaracteartTanon or novel polypeptides navmg nomoiogy to troryropninn, uestgnatea nerein as rKUizyi 
4 polypeptides. 

90. promos 

Efforts are bemgtmdertakea by both industry and academk to klcntify new, native membnuie-bound 
proteins. Many of these efforts art focused on the screening of mammalian recombinant DN A libraries to 
identify the coding sequences for novel mctnbnme4)Opnd proteins. We herein describe die identification and 
characterization of novel transmembrane polypeptides, designated herein as PROl 105 polypeptides. 

91. PRQ511 

Proteins of interest include those having sequence identity with RoBo-1, a novel member of the 
urokinase plasminogen activator receptor/CD59/Ly-6/snake toxin family selectively' expressed in bone and 
growth plate cartilage as described in Noel et a!., J. Biol. Chem. Z73(7):3878-3883 (1998). RoBo-1 is 
believed to play a novel role in the growth or remodeling of bone. Proteins also of interest include those 
having sequence identity with phospholipase inhibitors. 

We herein describe the identification and chara 
urokinase plasminogen activator receptors and phospholipase inhibitors, designated herein as PR0511 
polypeptides. 

92. PRO1104 

Efforts are being undertaken by bomindustry and academia to identify new, native secreted proteins. 
Many of these efforts are focused cm the screening of mammalian recombinant DN A libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PROl 104 polypeptides. 

93. PROU0Q 

Efforts are being undertaken by both industry and acadeniia to identify new, native membnme^wimd 
proteins. Many of these efforts are focused on die screening of mammalian recombinant DNA libraries to 
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kkntify the coding sequences for m>v^ We herein describe the identification and 

characterization of novd transmembrane polypeptides, designated herein as PROl 100 polypeptides, 

m. mm 

Of interest are luminal proteins, or proteins specific to the e^^ Of particular 

5 fattiest are proteins having se q uence identity with known proteins. Known proteins ftiriiKta proteins such as 
SLS1. biSaccharomyctscerevisjae^ SLS1 has been reported to be a mitochondrial Integral membrane protein 
involved in mitochondrial metabolism. Rouillard, et ah. MoL Gen. Genet . 252(6):7G0-7Q8 (1996). In yeast 
Yarrmia Bpotytica, it has been reported that the SLS1 gene product (^ 

the EH It is believed that SPSlp acts in the preprotein translocation process, interacting directly with 
10 translocating polypeptides to facilitate their transfer and/or help tfadr folding in the ER. Bosirame, et at, L 
^ BioLChem . 271C2Q):1166&41675 (1996). 

We heiein describe die identification and characterization of novel polypeptides lurvin gboano logy to 
SLSl f designated herein as PR0836 polypeptides. 

15 95. PRQ1141 

Eflui U are being undertaken by both industry and acaricmia to identify new, native membrane-bound 
protons. Many of these efforts are focused on the screening of mammalian recombinant DMA libraries to 
identify the codipg sequences for novd membrane-bound proteins. We herein describe the identification and 
characterization of novd transmembrane polypeptides, designated herein as PROl 141 polypeptides. 

20 

96. PRQ1132 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and ran-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized, including 
25 the serine proteases which exhibit specific activity toward various scrino-contaming proteins. The mammalian 
protease enzymes play important roles in biological processes such as, for example, protein digestion, 
activation, inactivation, or modulation of peptide hormone activity, and alteration of the physical properties 
of proteins and enzymes. 

Neuropsin is a novel serine protease whose mRNA is expressed in the central nervous system. Mouse 
30 neuropsin has been cloned, and studies have shown that it is involved in the hfr^ Neuropsin 
has also been indicated as associated with extracellular matrix modifications and cell migrations. See, 
generally, Chen, et al., Hsmssci., 7(2):5088-5097 (1995) and Chen, et al„ J. Histochem. Cvtochem.. 46:313- 
320(1998). 

Another serine protease of interest is the enamel matrix serine proteinase. The maturation of dental 
35 enamel succeeds the degradation of organic matrix. Inhibition studies have shown that this degradation is 
accomplished by a serine-type proteinase. Proteases associated with enamel maturation are described in, i.e., 
Simmer, et al., J. Dent. Res .. 77(2):377-386 (1998), Overall and Limeback, Biochem J .. 256(3):965-972 
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(1988), and Moradian-Oldak. Connect Tissue Res .. 35(l-4):231-238 (1996). 

We herein describe the identification and chara^ 
serine proteases, designated herein as PROl 132 polypeptides. 

91. PRQ1346 

5 The abbreviations "TIB* or *tie" are acronyms, which stand for "tyrosine kinase containing Ig and 

EGF homology domains* and were coined to designate a new family of receptor tyrosine kinases which are 
almost exclusively expressed in vascular eadoihdial ceDsar^ 
by the presence of an EGF4ikedor^^ 

generally referred to as "bnmunoglobulin (lO-like" folds. A tyrosine kinase homologous cDNA fragment 
10 famhamaa talked 8913-8917 
(1990). Tt* nulNA of fhh human HIE" r^^ 

tfamff. and haft bm 1 **?mrA inr»Kwni fa ttn» cardiac and vascular endothelial crfhL Korhonenetal., 
masASSL 2S4&-2555 (1992); PCTApplfcationPublfcatto The 
tthomok>g of human TIB, referred to as "TIE-1\ was identified by Maisonpierre et aL, Oncogene 2, 1631- 

15 1637(1993)). Another TBS receptor, designated TlB-2" was originally identified in rats (Dumont et aL, 
Oncogene 8. 1293-1301 (1993)), while the human homolog of TIB-2, referred to as "oskT was described in 
US. Patent No. 5,447,860 (Ziegler). The murine homolog of TIE-2 was originally termed "tele" Hie 
domng of a mouse TIE-2 receptor from a brain capillary cDNA library is disclosed in PCT Application 
Publication No. WO 95/13387 (published 18 May 1995). TTB-2 is a receptor tyrosirjektoasethatisexrjres^ 

20 almost exclusively by vascular endothelium. Tie-2 knockout mice die- by detects in the formation of 
microvassels. Accordingly, the TIE receptors are believed to be actively involved in angiogenesis, and may 
play a role in hemopoiesis as well. Indeed, recent results (Lin et a/.. J. Clin. Invest 100(8), 2072-2078 
[1997]) demonstrating the ability of a soluble TIE-2 receptor to inhibit rumor angiogenesis have been 
interpreted to indicate that TIE-2 plays a role in pathologic vascular growth. In another study, TIE-2 

25 expression was examined in adult tissues undergoing angiogenesis and in quiescent tissues. TDB2 expression 
was localized by inununohisto^ 

during hormonally stimulated follicular maturation and uterine development and in healing wounds. TIE-2 was 
also reported to be expressed in the entire spectrum of the quiescent vasculature (arteries, veins, and 
capillaries) in a wide range of adult tissues. Wong et al> Cm, Res, gi(4), 567-574 (1997). Ft has been 

30 suggested that TIE-2 has a dual function in adult angiogenesis and vascular main te n a n ce. 

The expression cloning of human TIE-2 ligands has been described in PCT Application Publication 
No. WO 9671 1269 (published 18 April 1996) and in U.S. Patent No. 5,521,073 (published 28 May 1996). 
A vector designated as XgtlO encoding a TIE-2 ligand NL7d w htie-2 ligand 1 * or a hTLl * has been deposited 
under ATOC Accession No. 75928. A plasmid encoding another TIE-2 ligand designated "htie-2 2" or 

35 "hTL2* is available under ATOC Accession No. 75928. This second ligand has been described as an 
antagonist of the TAI-2 receptor. The identification of secreted human and mouse ligands for the TIE-2 
receptor has been reported by Davis et al., £eU g7> 1161-1169 (1996). Hie human ligand designated 
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*Angiopoietin-l% to reflect itsrotetoang^ 

as the ligand variously designated as 1" or m hTl^\ m in WO 96/11269. Angiopoietin-1 has been 

described to play an angiogenic rote later and distinct from tint of VEGF (Son et al.. Cdl 87. 1171-1180 
(1996)). Six* TI&2 is apparently 

(Kaipaincn ct al., Cancer Res. 2& 6571-6577 (1994)) angtopoietin-1 has been suggested to be additionally 
use&l te specifically targeting tumor vasculature (Davis ct aL, supra) . 

We herein describe die Idfirrtification and characterization of novel TiB ligand polypeptides, designated 
herein as PR01346 polypeptides. 

9ft. PRQ1131 

The low density lipoprotein (LDL) receptor is a membrane-bound protein that plays a key role in 
chfltotetul homeostasis, mediating cd^ 

apolipoprotein (apo) B-100 and apoB. The ligand^infitngdoniainofthe LDL receptor con^ 
repeats <rf^appw>Tirnatfily 40 amino acids, wherein each repeat contains 6 cysteines, which form 3 intra repeat 
disulfide bonds. These unique structural features provide die LDL receptor with its ability to specifically 
interact with apo B-100 and apoE, thereby allowing for transport of these lipoprotein particles across cellular 
mcflflfcraoes an d m et aboli ses of their coiBpoflotfs i Soluble ft ag p flcp ts co nta i n ing the cottra ccfl ular d o ma in of the 
LDL receptor have been shown to retain the ability to interact with its specific lipoprotein ligands (Simmons 
et al. t J. Biol. Chem. 272:25531-25536 (1997)). LDL receptors are farther described in JavitL PASEB J .. 
9(13):1378-1381 (1995), van Bertel, et al.. Atherosclerosis. 118Suppl:S43^(1995)andHerzaaiWillnow # 
Arm. NY Acad. Set. , 737:14-19 (1994). Thus, proteins having sequence identity with LDL receptors are of 
interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
LDL receptors, designated herein as PRO 1131 polypeptides. 

99. PRQ1281 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DN A libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PRO 1 28 1 polypeptides. 

100. FRO1064 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel membrane-bound proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PRO1064 polypeptides. 
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iol mam 

Effort» are being undertaken by both industry and acadcnria to identify new, native secreted proteins* 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novd secreted polypeptides, designated herein as PROl 379 polypeptides. 

IOL PRQ844 

Plotcases are enzymatic proteins winch are involved in a large number of very important biological 
processes in m a mma l i a n and non-mammalian or g a nism s. Numerous different protease enzymes from* variety 
of different mammalian and nwHnammalian organisms ***** been both identified and characterized. The 
mammalian protease enzymes play important roles in many different b io logical p roce s ses including, for 
^ cxanyle, protein digestion 
of the physical properties of proteins and enzymes. Urns, proteases are of interest Abo of interest are 
protease i n hi b itors * 

Of particular interest are serine proteases. In one study it was reported that when the serine protease 
inhibitor antfleukoprotem 

rats. This physiological pathway of cartilage accumulation, lost in proteoglycan depicted arthritic cartilage is 
believed to serve to maintain die local balance between proteinase Burkhardt, etal., 

J. RlwnatQl, 24(6): 1145-1 154 (1997). Moreover, aLP and other protease inhibitors have been reported to 
play a role in the in vitro growth of hematopoietc cells by the neutralization of proteinases produced by bone 
marrow accessory cells. Gosklink, et at, J. Exp. Med .. 184(4):1305-1312 (1996). Also of interest are 
mutants of aLP. Oxidation resistant mutants of aLPe have been reported to have significant therapeutic effects 
on animal models having emphysema. Steffens. et al.. Agents Actions Sup pl.. 42:111-121 (1993V Thus, 
serine protease inhibitors are of interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
serine protease inhibitors, designated herein as PR0844 polypeptides. 

103. PROS43 

Membrane-bound proteins o f interest include channels such as ion channels. Furthermore, membrane- 
bound proteins of interest include enzymes bound to intracellular vacuoles or organelles, such As transferases. 
For example, a peptide of interest is the GalNAc alpha 2, 6-sailytransferase as described in Kurosawa, et al. , 
J. Biol. Chem.. 2690): 1402-1409 (1994). This peptide was constructed to be secreted, and retained its 
catalytic activity. The expressed enzyme exhibited activity toward asialomucin and asialofetuin, but not other 
glycoproteins tested. As sialylation is an important function, sialyitransferases such as this one, and peptides 
related by sequence identity, are of interest. 

We heroin describe die identification and characterization of novel polypeptides having homology to 
sialyitransferases, designated herein as PR084S polypeptides. 
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104. PRO1097 

Efibitsue being urideitakd^bo^ 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to Identify the 
coding oqucncei for novel secreted proteins. W» herein describe the identification and characterization of 
navd secreted polypeptides, designated herein as PRO 1097 polypeptides. 

5 

105. PRQ1153 

Effort! arc being undertaken by both industry and aroinVania to Identify new» native membnmo-l>ound 
protefa*. Many of these efforts arc focused oq the screening of mammalian recombinant DNA libraries to 
identify tho coding sequences for novel transmembrane proteins. We herein describe the identification and 
10 characterization of novel transmembrane polypeptides, designated herein as PRO 11 53 polypeptides. 

* 106. PRQ1154 

Amln opeptidase N causes enzymatic degradation of pctoraHy a dminister ed peptide dings. Thus, 
ann^nopeptidaseN has been used in studies to 

peptide dnigs by inhibiting their degradation. Aminopeptidases are also generally of interest to use to degrade 
peptides. Aminopeptidases, particularly novel aminopeptidases arc therefore of interest. AminopeptidaseN 
and inhibitors thereof are Anther described in Bendoop-Schnurch and Marschutz, Phamx, Res.. 14(2): 181*185 
((1997); Lerche,et al., M*"^ 1 <ifmm 7(9):712^713 (1996); Pauapennpoiiln^ et aL. Immmiopharmacologv. 
32(1-3*153-156 (1996); Miyachi, et al. f J.MccLChem .. 41<3)-263-2d5 (1998); andOlsen, et aL, Adv. Exp. 
MedJMoL 421:47-57 (1997). 

We herein describe die identification and characterization of novel polypeptides having homology to 
anrinopeptidase N, designated herein as PROl 154 polypeptides. 

107. mam 

25 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 

Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PROl 181 polypeptides. 

30 108. FRQ1182 

Congtotinin is a bovine serum protein that was originally described as a vertebrate lectin protein and 
which belongs to the family of C-type lectins that have four characteristic domains, (1) an N-terminal cysteine- 
rich domain, (2) a collagen-like domain, (3) a neck domain and (4) a carbohydrate recognition domain (CRD) . 
Recent reports have demonstrated that bovine conglutinin can inhibit hemagglutination by influenza A viruses 

35 as a remit of their lectin properties (Eda et al. , Biochem. L 316:43-48 (1996)). It has also been suggested that 
lectins such is conglutinin can function as inmmnogtobul in-independent defense molecules due to complement- 
mediated mechanisms. Thus, conglutinin has been shown to be useful for purifying immune complexes in vitro 
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and for removing circulating immune complexes from patients plasma in vivo (Lim ct ai., BiochenL Btopfays* 
Ri^Ctomuit 218:260-266(1996)). We herein describe the Irtmrificatkm and characterization of novel 
polypeptides having homology to conglutinln protein, designated herein as PROl 182 polypeptides. 

l». PRQ1155 
5 Substaw*Pandtherehtedprotein^ 

whk* elicit contraction of the ileum both directly through action on a muscle cell receptor and indirectly 
thrash stimulation of a neuronal receptor. This action leads to the release of acetylcholine which causes 
trade contraction via muscarinic receptors. It has also been reported that neurokinin B was found to be the 
mo* potent agonist for the national Substance P receptor and that neurokinin B can be inhibited by 

10 enfayhalmamide. Laufer, ct al.. FN AS USA. 82(21):74444-7448 (1985). Moreover, neurokinin B has been 
reported to provide neuroprotection and cognitive enhancement, and therefore believed to be usefol for the 
treatment of neurodegenerative disorders, including aMirimcni disease. Wenk, et ah, Behav. Brain Res. . 
83(1-^:129-133(1997). Tachykinin* »ra also described in Chawla. etal.. J. Como. Neurol .. 384*31:429-442 
(1997). Thus, tachykinins, particularly those related to neurokinin Bare of interest 

15 We herein describe the identificatta 

neurokinin B protein, designated herein as PROl 155 polypeptides. 

116. FRQ1156 

Efforts are being undertaken by both industry and academia to identic new, nadve secret proteins. 
20 Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify die 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PROl 181 polypeptides. 

ILL PRO1098 

25 Efforts are being undertaken by both industry and acidemia to identify new. 

Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PRO1098 polypeptides. 

30 112. PRQ1127 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PROl 127 polypeptides. 

35 

113. mam 

The extracellular mucous matrix of olfactory neuroepithelium is a highly organized structure in 
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totianiecoigactwimchemDsens^ The major protein 

co m po n ent of this extracellular matrix is olfcctomedin, a glycoprotein that is expressed in olfactory 
netooepitbelhim and which form intermolecular disulfide bonds so as to produce a polymer (Yoke© et aL, 
PffTi HAl. fHH SSL WA 90:46554659(1993), Bal * aL. Btochcmistnr 32:1047-1053 (1993) and Snyder 
et at, Biochemistry 30:9143-9153 (1991)). It has been suggested that olftctomedin may influence the 
maintenance, growth or differentiation of chemosensory cilia on the apical dendrites of olfactory neurons. 
Given tins important role, there is significant interest in identifying and characterizing novel polypeptides 
having homology to ol&ctomedin. We herein describe the identification and characterization of novel 
polypeptides tuning homology to olftctomedin protein, designated herein as PR01126 polypeptides* 

114. PRQ1125 

Of particular interest are pro^ WD proteins are made 

op of highly conserved repeating uniu usually ending with WD. They are found in eulcuyotes but not in 
prokaryotes. They regulate cd hit ar functions, such as cell division, cell-fate determination, gene transcription, 
gene transcription, transmembrane signaling, mRNA modification and vesicle fusion. WD are further 
deserted in Neer, et al., Nature 371(6495)097-300 (1994); Jiang and Strohl, Nature, 391(6666):493- 
496(1998); and DeSitva, et aL, Genetics. 148(2):657-667 (1998). Thus, new members of this superfemily are 
all of interest. 

115. FRQ1186 

Protein A from Dendroaspis polylepis polylepis (black mamba) venom comprises 81 amino acids, 
including ten haif-cystine residues. Venoms are of interest on the one hand as weapons in war, and on the 
other hand, to use in assays to determine agents which reverse or inhibit the effects of the venom or a similar 
poison. Black mamba venom is further described in Int. J. Biochem. , 1 7(6): 695-699 (1985) and Joubert and 
Strydom, Hoppe Sevlera Z Physiol Chem.. 361(12): 1787-1794 (1980). 

We herein describe the identification and characterization of novel polypeptides having homology to 
snake venom protein A, designated herein as PR01186 polypeptides. 

116. PRQ1198 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel secreted proteins. We herein describe die identification and characterization of 
novel secreted polypeptides, designated herein as PROl 198 polypeptides. 

117. PRQ1158 

Efforts are being undertaken by both industry and academia to identify new, native membrane-bound 
proteins. Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 



35 



WOMT73454 



PCT/D500/D8439 



characterization of novel transmembrane polypeptides, designated herein as PROl 158 polypeptide*. 
UflL FRQ1159 

Efforts are being undertaken by froth industry and fflpyfemfr identify new, native secreted proteins, 
Many of these efforts are focused on the screening of mammalian recombinant DN A libraries to identify the 
5 coc&g sequences for novel secreted proteins. We herein describe the identification and characterization of 
novd stciatd polypeptides, designated herein as PROl 159 polypeptides, 

U». HRQ1124 

lonchannels are considered to be the gateway to the final firoittier, the brain. Ion channels and the 
10 receptors which control these channels are responsible for the passage of ions, or nerve impulses to be 
CMmMtaledlhwtccMioc^ In addition to their 

critkal rote fo the brain, km chann tot channels 

haw alio been IhAed to other importai<bodfo 

fibrosis. For all of these reasons, km channels, such as sodium^ potassium and chloi^ chara^ as well as 

15 all of their related proteins and receptors are of interest* For example, it has been reported that cystic fibrosis 
results from a defect in the chloride channel protein, cystic fibrosis transmembrane conductance regulator. 
McGffl, et al.. Dig. Pis. Sci .. 41(3):540-542 (1996). Chloride channels are fiirther described in at least Finn, 
et at. PNAS USA. 90(12)^691-569 (1993) and Finn, et at, Mol CM! BiOfte*, 114(l-2):21-26 (1992). 
Also of interest are molecules related to adhesion molecules, as adhesion molecules are known to be 

20 involved in cell-cell signaling and interactions. More generally, all novel membrane bound-proteins are of 
interest Membrane-bound proteins and receptors can play an important role in the formation, differentiation 
and maintenance of multicellular organisms. The fate of many individual cells, e.g. . proliferation, migration, 
differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for 

25 instance, autogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
honnones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors include, but are not limited to , cytokine receptors , receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, channels, transporters, and cellular 
adhesm molecules like selectins and integrins. For instance, transduction of signals that regulate cell growth 

30 and dii%rentiatk>n is regulated in part Protein tyrosine kinases, 

enzymes that catalyze that process, can also act as growth factor receptors. Examples include fibroblast growth 
factor receptor and nerve growth factor receptor. 

Membrane-bound proteins include those which are bound to the outer membrane and intracellular 
meribranes and organelles. Membrane-bound proteins and receptor molecules have various industrial 

35 applications, including as pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can 
be employed as therapeutic agents to block receptor-ligand interaction. The membrane-bound proteins can also 
be employed for screening of potential peptide or small molecule inhibitors of the relevant receptor/ligand 
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interaction* 

Efforts arc being undertaken by both industry and araritinia to identify new, native receptor proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. Herein is presented ^polypeptide and nucleic acid encoding therefor 
wt dch has sequence id enti ty with a chloride channel protein chloride channel protein and hmg-eo dotheUal cell 
adheskm mokcule-1 (ECAM-1). 

m FRQ12S7 

Fringe is a protein which specifically blocks senate-mediated activation of notch in die dorsal 
compartment of die Drosophfla wing imagined disc Fleming et aL v Development. 124<15):2973-81 (1997). 
Therefore, fringe protein is of interest for both to rote in devefopnmw 
M partkularty senate's signaling abilities. Also of interest are novel polypeptides which may have a role in 
development and/or die regulation of senate-like molecules. Of particular interest are novel polypeptides 
hawing homology to fringe. 

We herein describe the identification and disracteriiatfon of novel polypeptides having homology to 
fringe protein, designated herein as PRQ1287 polypeptides. 

121. PRQ1312 

Efforts are being nrtrtcrtakraibyboth industry and academia to identify new, nathfemenrf>rane4>ou^ 
proteins. Many of these efforts are focused on die screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
characterization of novel transmembrane polypeptides, designated herein as PR01312 polypeptides. 

122. PRQ1192 

Membrane-bound proteins of myelin are of interest because of their possible implications in various 
nervous system disorders associated with improper myel ination. Myelin is a cellular sheath, formed by glial 
cells, that surrounds axons and axonal processes that enhances various electrochemical properties and provides 
trophic support to the neuron. Myelin is formed by Schwann cells in the peripheral nervous system (PNS) and 
by oligodendrocytes in the central nervous system (CNS). Improper myelination of central and peripheral 
neurons occurs in a number of pathologies and leads to improper signal conduct 
Among die various demyeiinating diseases Multiple Sclerosis is the most notable. 

The predominant integral membrane protein of the CNS myelin of amphibians, reptiles, birds and 
mammals are proteolipid protein (PLP) and PO, the main glycoprotein in PNS myelin. (Schlieess and Stoffel, 
Biol. Chem. Hoppe Sevier (19911 372(9V.8 65-874). In view of the importance of membrane-bound proteins 
of the myelin, efforts are being undertaken by both industry and academia to identify and characterize various 
myelin proteins (see Stratmatm and Jeserich, J. Neurochem (1995) 64(61:2427-2436). 
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123. PROU60 

Efforts are being undertaken by both industry and acidemia to identify new, native scexcted proteins. 
Many of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novd secreted proteins. We herein describe the identification and characterization of 
novd secreted polypeptides, designated herein as PROl 160 polypeptides. 

5 

124. PRQ1187 

Efforts tie being undertaken by both industry and aradcrnia to identify new, native scexcted proteins. 
Many of these efforts are focused on the screening of mammal i an recombinant DNA libraries to identic the 
coding sequences for novel se cr eted proteins* We herein describe the identification and characterization of 
10 novd secreted polypeptides, designated herein as PROl 187 polypeptides. 

125. PRQ1185 

Efforts are being undertaken by both Industry and acadeaiia to Mend^ new, nattw secreted pioieins. 
Many of these efforts are focused an screening of mammalian recoil 
15 coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as PROl 183 polypeptides. 

12*. PRQ345 

Human tetranectin is a 202 amino add protein encoded by a gene spanning approximately 12 kbp of 
20 DNAfBerghindetal.. FEBS Lett. 309:15-19(1992)). Tetranectin has been shown to be expressed in a variety 
of tissues and Amotions primarily as a plasminogen binding protein. Tetranectin has been classified in a 
distinct group of the C-type lectin superfamily but has structural and possibly functional similarity to die 
collectm proteins (Nielsen et al., FEBS Lett. 412(2):38&-396 (1997)). Recent studies have reported that 
variability in serum tetranectin levels may be predictive of the presence of various types of cancers including, 
25 for example, ovarian and colorectal cancers (Hogdall et al., ActaOncoL 35:63-69 (1996), Hogdall et ah, Eur. 
I- Cancer 31A(61:88&-894 (199S)andTuxcaetaL, Cancer Treat, Rev. 21tt):215-245 (1995)1. As such, there 
is significant interest in identifying and characterizing novel polypeptides having structural and functional 
similarity to the tetranectin protein. 

We herein describe die identification and characterization of novel polypeptides having homology to 
30 tetranectin protein, designated herein as PR01345 polypeptides. 

127. PRQ1245 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many of these efforts are focused on die screening of mammalian recombinant DNA libraries to identify the 
35 coding sequences for novel secreted proteins. We herein describe die identification and characterization of 
novd secreted polypeptides, designated herein as PRO 1245 polypeptides. 
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128. PRQ358 

Serine protease inhibitors are of interest because they inhibit catabolism and arc sometimes associated 
with regeneration of tissue. For example, a gene encodi^ 

has been cloned and termed regeneration-associated scrpin-1 (RASP-1). New, ctal.. Bfochem. Biophvs. Res. 
CommBL . 223(2):404412 (1996). While serine protease inhibitors are of interest, particularly of interest are 
5 those which have sequence identity with known serine protease inhibitors such as RASP- 1 * 

We herein describe fee identification and characterization of novd polypeptides having homology to 
RASP-1, designated herein as PR01245 polypeptides. 

129. PRQ119S 

10 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 

M Many of these efforts are focused on die screening of nwmmalianrtcom 
coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novd secreted polypeptides, designated herein as PROH95 polypeptides. 

15 130. FRO1270 

Thcrccognitionofcarboi^dratesbylccrinsh^ 
of euiaryotic physiology. A number of differed animal and plant lectin families exist, but U is the calcium 
depeaka*, or type C, lectins that have recently garnered the most attention. For example, fee recognition of 
carbohydrate residues on either endothelial cells or leukocytes by the selectin family of calcium dependent 

20 lectins has been found to be of profound importance to the trafficking of leukocytes to inflammatory sites. 
Lasky, L.. Ann. Rev, Biochem.. 64 113-139(1995). The biophysical analysis of these adhesive interactions 
has suggested that lectin-carbohydrate binding evolved in this case to allow for the adhesion between 
leukocytes and die endothelium under the high shear conditions of the vasculature. Thus, die rapid on rates 
of carbohydrate recognition by such lectins allows for a hasty acquisition of ligand, a necessity under the high 

25 shear of the vascular flow. The physiological use of type C lectins in this case is also supported by the 
relatively low affinities of these interactions, a requirement for the leukocyte rolling phenomenon that has been 
observed to occur at sites of acute inflammation. The crystal structures of the mannose binding protein (Weis 
er^. Science 254- 1608-1615 [1991]; Weis ^o/.. Nature 360 127-134 [1992]) and B-selectin (Graves eSaJ. f 
Nature 251(6463), 532-538 [1994», together with various mutagenesis analyses (Erbe et al. . J. Cell. Biol. 

30 112(1), 215-227 [1992]; Drickamcr, Nature 360. 183-186 [1992]; lobst ex aL , J. Biol. Chem. 169(22). 15505- 
1551 1 [1994]; Kogan a al , J.Btol.Chem. 2ZQ(23), 14047-14055 [1995]), is consistent with the supposition 
that the type C lectins are, in general, involved with the rapid recognition of clustered carbohydrates. 
Together, these data suggest that type C lectins perform a number of critical physiological phenomena through 
the rapid, relatively low affinity recognition of carbohydrates. 

35 Given the obvious importance of the lectin proteins in numerous biological processes, efforts are 

currently being made to identify novel lectin proteins or proteins having seqre 

We herein describe the identification and characterization of novel polypeptides having homology to a lectin 
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protein, designated herein as PRO1270 polypeptides. 

1SL FRQ137I 

Efforts are being undertaken by both industry airfacadenui to 

• protest. Many of these efforts are focused on the screening of mammalianr recombinant DNA libraries to 
5 idcatifythe coding sequences for iiovd transmembrane prote^ We herein describe the id e n ti fi ca tio n and 

characterization of novel transmembrane polypeptides, designated herein as PR01271 polypeptides. 

132. PRQ137S 

The proteins L1CA1^G6PP and P55 are each assod Thus, 
10 die paomic loci of FUgu rubripes bomologs of the human disease genes L1CAM, G6PD and P55 were 
M analyzed. This analysis kd to the the identification of putative protein 2 (PUT2), GENBANK locos 
AF0Q6198. accession AF026198. (Sec GENBANK submission data). Thus, PUT2 and proteins which have 

• sequence Identity vrithFUB, are of interest. 

15 133. PRQ138S 

Efforts are being undertaken by both industry and academia to identify new 
Many of these efforts are focused on die screening of mammalian reco^ 

coding sequences for novel secreted proteins. We herein describe the identification and characterization of 
novel secreted polypeptides, designated herein as FR01385 polypeptides. 

20 

134. PRQ1387 

Membrane-bound proteins of myelin are of interest because of their possible implications in various 
nervous system disorders associated with improper myelination. Myelin is a cellular sheath, formed by glial 
cells, that surrounds axons and axonal processes that enhances various electrochemical properties and provides 
25 trophfcsupporttotheneuron. Myelin h formed by Schwann cells in the peripheral nervons system (PNS) arid 
by oligodendrocytes in the central nervous system (CNS). Improper myeHnation of central and peripheral 
neurdns occurs in a number of pathologies and leads to improper signal conduction within the nervous systems . 
Among the various demyelinating diseases Multiple Sclerosis is the most notable. 

The predominant integral membrane protein of the CNS myelin of amphibians, reptiles, birds and 
30 mammals are proteolipid protein (PLP) and PO, the main glycoprotein in PNS myelin. (Schlieess and Stoffel. 
Biol. Chem. Hopne Sevier (1991) 372*91:8 65-8741. In view of the importance of membrane-bound proteins 
of the myelin, efforts are being undertaken by both industry and academia to identify and characterize various 
myelin proteins (see Stratmann and Jeserich, J. Neurochem (1995) 64ffl:2 427-2436). 

We herein describe foe identification and characterization of novel polypeptides having homology to 
35 myelin protein, designated herein as PR01387 polypeptides. 



40 



WO 00/73454 



PCT/US00/08439 



us. msum 

One class of receptor proteins Oat has been of interest is the hTCG2£amfly of 
molecules that are expressed in natural killer cells. These proteins* which have been shdwntobecovalently 
associated with CD94, are involved in natural killer cell-mediated recognition of different HLA-allotypes 
(Ploogastel, B. eta!., Eur. J. Immunol (1997) 22Q11-2835-2839). and interact with major histocompatibility 
5 complex (MHC) class I to either iiM)k or activate ftmrtkmal activity (Ho, EL, etaL % Proc NatL Acad, ScL 
(1998)25011:6320-6325). Accordingly, the identification and characterization of new members of this family 
of receptor proteins is of interest (see Houchins W.etaLJ. Exp. Med. (1991) 122(41:1017-1020). 

WMMARYOFTTOlWVEN'nON 

10 1. PRQ281 

» A cDNA done (DNA164224209) has been identified, having homology to nucleic acid encoding 

testis enhanced gene transcript (TEGT) protein that encodes a novel polypeptide, de s ignate d hi the present 
application as "FR0281\ 

hi one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 

15 encoding a PR0281 polypeptide. 

fa one aspect, die isolated nucleic acid comprises DNA having at least about 80% seqneaiceideittiy, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 93 % sequerce identity to (a) a DNA molecule encoding a PRQ28 1 polypeptide having 
the sequence of amino acid residues from about 1 or about 15 to about 345. inclusive of Figure 2 (SEQ ID 

20 NfO:2), or (b) the complement of die DNA molecule of (a). 

hi another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0281 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about nucleotides 80 
or about 122 and about 1 1 14, inclusive, of Figure 1 (SEQ ID NO: 1). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

25 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209929 
(DNA 16422-1209) or (b) die complement of the nucleic add molecule of (a), fa a preferred embodiment, die 

30 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209929 (DNA16422-1209). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 

35 identity to the sequence of amino acid residues 1 or about 15 to about 345, inclusive of Figure 2 (SEQ ID 
NO:2), or (b) the complement of the DNA of (a). 
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fa t further aspect, the invention concerns an isolated nucleic add molecule having at least 10 
nacfcotidea and produced by hybridizing a test DN A molecule under stringent conditions with (a) a DNA 
molecule encoding a PRQ281 polypeptide having the sequence of amino arid residues from 1 or about 15 to 
about 345. Inclusive of Figure 2 (SEQ ID N02), or (b) the complement of the DNA molecule of (a), and, if 
the DNA molecule has at least about an 80* sequence identity, prefereably at least about an 85% sequence 
5 kk*iy,mon> preferably at 1^ 

identity to (a) or (b). isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encodmg a PR0281 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, and its soluble, Le., transmembrane domamdelc^ 
10 to such encoding nudefe acid molecule. The signal peptide has been tentathrely identified as extending £^ 
^ abort amino acfci position! to abott The 

tmrifrfrU fmrnwy^rfiran^ Awmtm hyy* tM***ruriy irii»ntMterf <m *rt*nAinfi from about iminn mt£& portion 

83 to about amino add position 105, from about amino acid position 126 to about amino acid position 146, 

from about amino add position 158 to about amino acid position 177, from about amino add position 197 to 
15 about amino add position 216. from about amino acid positkm 218 to about a 

about amino acid position 245 to about amino acid position 265, and from about amino acid position 271 to 

about amino add position 290 in the PR0281 amino add sequence (Figure 2, SEQ ID NO:2). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encodmg a polypeptide scoring at least about 80% positWes, preferably at least about 85% positives, mom 
20 preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 

amino add sequence of residues 1 or about 15 to about 345, inclusive of Figure 2 (SEQ ID NO:2), or (b) die 

complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR0281 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
25 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 

nucleotides in length and most preferably from alwut 20 to about 40 n^ 

from the nucleotide sequence shown in Figure 1 (SEQ ID NO: 1). 

In another embodiment, the invention provides isolated PRG281 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 
30 In a specific aspect, the invention provides isolated native sequence PR0281 polypeptide, which in 

certain embodiments, includes an amino add sequence comprising residues 1 or about 15 to about 345 of 

Figure 2 (SEQ ID NO;2). 

In another aspect, the invention concerns an isolated PR0281 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

sequence of ammo acid residues 1 or about 15 to about 345, inclusive of Figure 2 (SEQ ID NO:2). 
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Ina further aspect, the inve^^ comprising an amino add 

sequence scoring at least about 80% p<^ 

abort 90% positives, most preferably at least about 95% positives when compared with die amino add 
sequence of residues 1 or about 13 to about 345 , inclusive of Figure 2 (SEQ ID NCh2). 

In yet another aspect, die invention concerns an isolated PR0281* polypeptide, comprising the 
sequenceof amino acid residues 1 or about 15 to about 345, inclusive of Figure 2 (SEQ ID NO:2) f ora 
fragment thereof sufficient to provide a binding site ibr an ant^ Preferably, the PR0281 

fragment retains a qualitative biological activity of a native PR0281 polypeptide. 

In a stffl further aspect, the invenlta 
molecule under stringent conditions with (a) a DNA molecule encoding a FRQ281 polypeptide having the 
sequence of amino add residues from abot* lor abort 15 te about 345, inctusto^ 
a or (b) the coirri>terKrt^ 

sequence identity , preferably at least about an 85% sequence identity, turn preferably at leatt 
sequence identity, most preferably * least abort a 95% sequence identity^ 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (Hi) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists oC a native PRQ281 
polypeptide. In a particular embodiment, the agonist or 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRQ281 polypeptide by contacting the native PR0281 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR028 1 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

2. fJRp276 

A cDNA clone (DNA16435-1208) has been identified that encodes a novel polypeptide having two 
transmembrane domains and designated in die present application as "PRQ276." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0276 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0276 polypeptide having 
the sequence of amino acid residues from about 1 to about 251 , inclusive of Figure 4 (SEQ ID NO:6), or (b) 
the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRQ276 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 1 80 
and about 932, inclusive, of Figure 3 (SEQ ID NO:5). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
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b a fbrther aspects the inveidcm concern 
at least about 80% sequence identity, pieferab^ 

about 90% sequence identity, roost preferably at least about 95% sequence identity to (a) a DNA moleculo 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209930 
(DNA16435-1208), or (b) the complement of me DNA molecule of (a). In a preferred embodiment, the 
5 nurtrir , acid comprises a DNA encoding the tame mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209930 (DNA16435-1208). 

In a ttill farther aspect, the invention concenu an i s ol ated nudcic acid moleculo com pri sing (a) DHA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, m ost preferably at least about 95% sequence 
10 identity to me sequence of ammo acid residues from about 1 to about 251 , inclusive of Figure 4 (SEQ ID 
NO:®, or the complement of the DNA of (a). 

En a tamer aspect, die invention concerns an isolated imckk: add inolecule having at least abo^ 
nucleotides, and preferably at least ataot 100 indeotides and product 

under stringent conditions with (a) a DNA molecule encoding a PRQ276 polypeptide having the sequence of 
15 ammo add residues iron about 1 toabout251,mclustveof Figum4(SEQ 

of die DNA molecule of (a) , and, if the DNA molecule has at least about an 80 % sequence identity, preferably 

at least about an 85% sequence identity, mote preferably at least about a 90% sequence identity, most 

preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a spetific aspect, die invention provides an isolated nucleic add molecule comprising DNA 
20 encoding a PRQ276 polypeptide in its soluble, Le. transmembrane domains deleted or inactivated variants, or 

is complementary to such encoding nucleic acid molecule. The transmembrane domains are at about amino 

acds 98-116 and 152-172. 

In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
25 preferably at least about 90% positives, most preferably ar least about 95% positives when compared with the 

amino acid sequence of residues I to about 251, inclusive of Figure 4 (SEQ ID NO:6~), or (b) the complement 

of the DNA of (a). 

Another embodiment is directed to fragments of a PR0276 polypeptide cod ing sequence that may find 
use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nudeotidea in length , 
30 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nudeotides in length. 

In another embodiment, the invention provides isolated PR0276 polypeptide encoded by any of the 
isolated nudeic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0276 polypeptide, which in 
35 one embodiment, includes an 1 through 251 of Figure 4 (SEQ ID 

NO:6). 
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foanotheraspect, the invention conc^ 
seqnencehavmg at least about 80% sequence ide^ more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequent* identity to the 
sequence of amino add residues 1 to about 251, mdusivoof Figure 4 (SEQ m NO:6). 

fa a further aspect, tte invention 
sequence scoring at least about 80% positives, 

about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 through 251 of Figure 4 (SEQ ID NO: 6). 

hi yet another aspect, the invention concerns an isolated PR0276 polypeptide, comprising the 
sequence of amino add residues 1 to about 251, inclusive of Figure 4 (SEQ ID NO:6), or a fragment thereof 
sufficient to provide a binding site for an antHPR0276 antibody. Preferably, die PR0276 fragment retains 
A a qualitative biological activity of a native FR0276 polypeptide. 

In a stffl further aspec*, the invcitfta 
molecule under stringent conditions with (a) a DNA molecule encoding a FRQ276 polypeptide having the 
sequence of amino acid residues from about 1 to about 25 1 , inclusive of Figure 4 (SEQ ID NO. 6) , or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), 09 cuhuring a host cell 
comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
recovering die polypeptide from the cell culture. 

hi yet another embodiment, the invention concerns agonists and antagonists of a native PR0276 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0276 antibody. 

hi a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR0276 polypeptide, by contacting the native PR0276 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR0276 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

3. FRQ189 

A cDNA clone (DNA21624-1391) has been identified that encodes a novel polypeptide, designated 
in the present application as "PR0189*. PR0189 polypeptides have a cytosolic fatty-arid binding domain. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO 189 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0189 polypeptide having 
the sequence of amino acid residues from about 1 to about 367, inclusive of Figure 6 (SEQ ID NO:8), or (b) 
die complement of die DNA molecule of (a). 
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b another aspect, the invention concerns an isolated nucleic add molecule encoding a PRO 189 
polypeptide aHnprising DNA hybridizing to the complement of the nucleic acid between about residues 200 
and about 1300, inclusive, of Figure 5 (SEQ ID NO:7). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a father aspect, the invention ctmcetm an isolated i»ic^ 
5 atkastabout80% sequence identity, preferably at least aboi* 85% 

about 90% sequence identity, most preferably at least about 93 % sequence identity to (a) a DNA molecule 
encodng the same mature pd)pq>tide encoded by the human protein cDNA m ATCC Deposit No. 209917 
(DNA21624-1391), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, die 
iiiclefc add comprises a DNA 
10 in ATCC Deposit No. 209917 (DNA21624-1391). 

hastMflndief aspect, the invention concern 
encoding a polypeptide having at least abo* 80% sequence identity, prefer 

identity , more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues from about 1 to about 367, inclusive of Figure 6 (SEQ ID 

15 NO:8), or die complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0189 polypeptide 
having the sequence of amino add residues fiw about 1 to about 367, inclusive of F 
or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % 

20 sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b) , isolating the test DNA 
molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
25 preferably at least about 90% positives, most preferably at least about 95 %j^ 

amino add sequence of residues 1 to about 367, inclusive of Figure 6 (SEQ ID NO:8), or (b) the complement 
of the DNA of (a). 

In another embodiment, the invention provides isolated PR0189 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
30 In a specific aspect, the invention provides isolated native sequence PRO 1 89 polypeptide, which in 

one embodiment, includes an amino acid sequence comprising residues 1 through 367 of Figure 6 (SEQ ID 

NO:8). 

In another aspect, die invention concerns an isolated PR0189 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino add residues 1 to about 367, inclua^ 
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hafimberaspect, theinventionconcerm an isolated PROtf^ 
sequence scoring at least about 80 % positives, preferably at least about 85 % positive*, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared witb tbo amino acid 
sequence of residues 1 through 367 of Figure 6 (SEQ ID NO:8). 

in a still farther aspect, the invention provides a polypeptide pr^^ 
molecule under stringent conditions with (a) a DNA molecule encoding a FRO 1 89 polypeptide having die 
sequence of amino acid residues from about 1 to about 367, inclusive of Figure 6 (SEQ ID NCh8) f or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence 
identity, most preferably at least about a 99% sequence identity to (a) or (b), (H) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
recovering the polypeptide from die ceO culture. 

hi yet another embodiment, die invention concerns agonists and antagonists of the a native PRQ189 
polypeptide, hi a particular embodiment, the agonist or antagonist is an anti-PR0189 antibody* 

hi a farther e m bo dim e nt, die invention concerns a method of identifying agonists or antagonists of 
a native PRG189 polypeptide, by contacting the native PR0189 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

hi a still further embodiment, die Invention concerns a composition comprising a PRO 189 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier* 

4. mom 

Applicants have identified a cDNA clone that encodes a novel polypeptide having seven 
transmembrane domains and having sequence identity with CMP-sialic acid and UDP-galactose transporters, 
wherein the polypeptide is designated in the present application as "PRO 190". 

hi one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO190 polypeptide. In one aspect, die isolated nucleic acid comprises DNA encoding the 
PRO190 polypeptide having amino acid residues 1 through 424 of Figure 9 (SEQ ID NO:14), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the vector deposited on June 2, 1998 with the ATCC as DNA23334-1392 which includes the 
nucleotide sequence encoding PRO190. 

In another embodiment, the invention provides isolated PRO 190 polypeptide. In particular, the 
invention provides isolated native sequence PRO 190 polypeptide, which in one embodiment, includes an amino 
add sequence comprising residues 1 through 424 of Figure 9 (SEQ ID NO: 14). An additional embodiment 
of the present invention is directed to an isolated PROl 90 polypeptide, excluding the transmembrane domains. 
Optionally, the PRO190 polypeptide is obtained o 

cDNA insert of the vector deposited on June 2, 1998 with die ATCC as DNA23334-1392. 
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In another cmbodimatf, the invention provides an expressed sequence tag (EST) comprising the 
nucleotide sequence of SEQ ID NO: 15. 

5. gEQgffl 

A cDNA done (DNA26288-1239) has been identified that encodes a novel transmembrane 
5 polypeptide, designated 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0341 polypeptide. 

bone aspect, die isolated nucleic acid comprises DNA having at 
preferably at least about 85% sequence identity, more pref^ 
10 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0341 polypeptide having 
the sequence of amino add residues from about 1 or about 18 to about 458, inc^ 
NCH20), ©r(b) Ihe complement of the DNA motecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PR0341 
polypeptide cxmnraing DNA h^^ 
15 or about 431 and about 1753, inclusive, of Figure 11 (SEQ ID NO;19). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invent 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
20 encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209792 
(DNA26288-1239) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209792 (DNA26288-1239). 

in still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 18 to about 458, inclusive of Figure 12 (SEQ ID 
NO:20), or (b) die complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule having at least 165 
30 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRQ341 polypeptide having the sequence of amino acid residues from 1 or about 18 to 
about 458, inclusive of Figure 12 (SEQ ID NO:20), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity , pref ereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
35 identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRQ341 polypeptide, with or without die N-terminal signal sequence and/or die initiating 
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inetfiionine, and its soluble, Le> , transmembrane domain deleted or inactivated variant!, or is com p lementary 
tosidkc&codmgiiiiddteai^mokci^ The signal peptide has been tem^ely identified as extewtmg from 
sbout ammo acid position 1 to about amino add position 17 in the sequence of Figure 12 (SEQ ID N(fc20). 
The transmembrane domains have been tentatively identic 
to about amino add position 190, from about ammo add positta 
about ammo add position 259 to about amino add positkmOT^ 

ammo add position 305, from about amino add position 316 to about amino acid position 335, from about 
amino add position 353 to about amino add position 378 and from about ammo add position 396 to about 
amino add position 417 in the PR0341 amino add sequence (Figure 12, SEQ ID N02G). 

la another aspect, die invention concerns an is ol a te d nucleic add mole c ule comprising (a) DMA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
M preferably at least abom 90% positives^ 
amino add sequence of reside 
mecompkmentoftheDNAof(a). 

Another cmbodimeigia directed to 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 imdeotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nudeotides in length and may be derived 
from the nucleotide sequence shown in Figure 11 (SEQ ID NO: 19). 

In another embodiment, the im^nlkm provides isolated PR0341 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

m a specific aspect, die invention provides isolated native sequence PR034 1 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues i or about 18 to about 458 of 
Figure 12 (SEQ ID NO:20). 

m another aspect, the invention concerns an isolated PR034 1 polypeptide , comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity , more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or about 18 to about 458, inclusive of Figure 12 (SEQ ID NO:20). 

In a further aspect, the invention concerns an isolated PR0341 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues 1 or about 18 to about 458, inclusive of Figure 12 (SEQ ID NO:20). 

In yet another aspect, the invention concerns an isolated PR0341 polypeptide, comprising the 
sequence of amino acid residues 1 or about 18 to about 458, inclusive of Figure 12 (SEQ ID NO:20), or a 
fragment thereof sufficient to provide a binding site for an anti-PR0341 antibody. Preferably, the PR0341 
fragment retains a qualitative biological activity of a native PR0341 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DN A 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0341 polypeptide having the 



49 



WO 00/73454 



PCT/USOO/08439 



sequence of amino add residues from about 1 or about 18 to about 458, inchisivd of Figure 12 (SEQ ID 
NO20), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 83 * sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), 00 culturing a 
host ceQ comprising the test DNA molecule under conditions suitable for eaq w e s sto n of the polypeptide, and 
03) recovering the polypeptide from the cell culture. 

fa another embodiment, die invention provides an expressed sequence tag (EST) designated herein 
as DNA12920 comprising the nucleotide sequence of SEQ ID NO:21 (see Figure 13). 

6. PRO180 

A cDNA done (DNA26843-1389) hag been irffgrti fifd fhar enmrif* a novel polypentirift Hmnng imijHp^ 
traramtanbnme domains designated in the present application as "PRO180*. 

b one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO180 polypeptide. 

In one aspect, the isolated mideic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a 
the sequence of amino add residues from about 1 to about 266, i^^ 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO180 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 121 
and about 918, inclusive, of Figure 14 (SEQ ID NO:22). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No . 203099 
(DNA26843-1389), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203099 (DNA26843-1389). 

In a still further aspect, the invention concerns an isolated nudete acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 266, inclusive of Figure 15 (SEQ ID 
NO:23), or the complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nudeic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nudeotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 80 polypeptide having the sequence of 
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amino acid residues from about 1 to about 266, inclusive of Figure 15 (SEQ ID NCh23), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at tea* about an 83% sequence identity, more preferably at least about a 90% sequence identity, most 
. preferably at least about a 95 % sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, die invention provides an* isolated nucleic add molecule comprising DNA 
encodmg a PRO180 polypeptide in its soluble form, Le. transmembrane domains deleted or inactivated 
variaits, OTiswmplemcntary to such encoding nucleic acid molecule. The transmembrane domains are shown 
in Figure 15. It is believed that PRO180 has a type n transmembrane domain from about amino adds 13-33 
0TSBQIDN033. 

In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
prefer^ at least about 90% positives, m 

amino add sequence of residues 1 to about 266, inclusive of Figure 15 (SEQ ID NO&3), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 80 polypeptide coding seq^ 
use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nu c le o tid e s in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nu cleo ti d es in length, and most preferably from about 20 to about 40 n nc le otidea in length 

In another embodiment, the invention provides isolated PRO 1 80 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined* 

In a specific aspect, the invention provides isolated native sequence PRO 180 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 through 266 of Figure 15 (SEQ ID 
NO:23). 

In another aspect, the invention concerns an isolated PROl 80 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85* sequence identity , more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues I to about 266, inclusive of Figure 15 (SEQ ID NO:23). 

In a further aspect, the invention concerns an isolated PROl 80 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 through 266 of Figure 15 (SEQ ID NO:23). 

In yet another aspect, the invention concerns an isolated PRO 180 polypeptide, comprising the 
sequence of amino acid residues 1 to about 266, inclusive of Figure 15 (SEQ ID NO:23), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO180 antibody. Preferably, the PRO 180 fragment retains 
a qualitative biological activity of a native PRO180 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced ty 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO180 polypeptide having the 
sequence of amino acid residues from about 1 to about 266, inclusive of Figure 15 (SEQ ID NO:23), or (b) 
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the complement of the DNA molecuto of (a), and tf^ 

ktectiy t preferably at least about an 85 % sequence Identity, more preferably at least about a 90 % sequence 
idcrty, most preferably at least about a 95% sequence identity to (a) or (b), 09 culfuring a host cell 
conpising tfae test DNA molecule under conditions suitable for expression of the polypeptide, and (ro) 
recovering the polypeptide from the cell culture. 
5 fa yet another embodiment, the invention concerns agonists and anta g onists of the a native PRO 1 80 

polypeptide. In a particular embodiment, the agonist or antag^ 

In a ftmher embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRO180 polypeptide, by contacting the native FRO180 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
10 hastm further cmbodim^ 

^ or an agonist or antagonist as te 

la another r^^"^. the invention provides an expressed sequence tag (EST) (DNA12922) 
comprising the nucleotide sequenceof Hgure 16(SEQIDN034). 

15 7. PRQ194 

Applicants have identified a cDNA clone that encodes a novel transmembrane polypeptide, wherein 
the polypeptide is designated in the present application as "PR0194V 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0194 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 

20 PR0194 polypeptide having amino add residues 1 to 264 of Figure 18 (SEQ ID NO:28), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the 
PR0194 polypeptide having amino acid residues about 18 to 264 of Figure 18 (SEQ ID NO:28) or amino acid 
1 or about 18 to X of Figure 18 (SEQ ID NO:28), where X is any amino acid from 96 to 105 of Figure 18 

25 (SEQ ID N028), or is complementary to such encoding nucleic add sequence, and remains stahly bound to 
it under at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence 
may comprise die cDNA insert of die DNA26844-1394 vector deposited on June 2, 1998 as ATCC 209926 
which includes the nucleotide sequence encoding PR0194. 

In another embodiment, the invention provides isolated PR0194 polypeptide. In particular, die 

30 hwei^ provides isolated native sequence PR0194 polypeptide, which in oae embodiment, includes an amino 
add sequence comprising residues 1 to 264 of Figure 1 8 (SEQ ID NO: 28) . Additional embodiments of the 
present invention are directed to PRO! 94 polypeptides comprising amino acids about 18 to 264 of Figure 18 
(SEQ ID NO:28) or amino acid 1 or about 18 to X of Figure 18 (SEQ ID NO:28), where X is any amino acid 
from 96 to 105 of Figure 18 (SEQ ID NO:28). Optionally, the PR0194 polypeptide is obtained or is 

35 obtainable by expressing the polypeptide encoded by the cDNA insert of die DNA26844-1394 vector deposited 
on June 2, 1998 as ATCC 209926. 
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** mam 

Applicants have identified a cDNA done that encodes i novel polypeptide having sequence identity 
to f^thMne^ransferase, wherein the polypeptide is designated in the present application as «PRO203». 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO203 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
PRQ2W polypeptide having amino ac^ 
to snch encoding nudcte acid sequent 

under high stringency conditions, in other aspfcft. fee isolated nucldo acid compris es DNA encoding the 
PR02Q3 polypeptide having ammo add residues X to 347 of Figure 20 (SEQ ID NO:3Qh when X is any 
amino acid from 83 to 92 of Figure 20 (SBQn>NO:30), or is complex 

sequence, and remains stably bound to it under at least moderate, and optionally, under high stringency 
conditions. The isolated nucleic add sequence may comprise the cDNA insert of die DNA3086^1396vec^ 
deposited on June 2, 1998, as ATCC 209920 which inch^ 

In another embodiment, the invention provides isolated PRO203 polypeptide. In particular, the 
mveatkm provides isolated native sequence FRO203 polypeptide, which mcwembodim^ 
* add sequence comprising residues 1 to 347 of Figure 20 (SEQ ID NO:30). Additional embodiments of the 
present invention are directed to PRO203 polypeptides comprising amino acid X to 347 
NCh30), where X is any amino add from 83 to 92 of Figure 20 (SEQ ID NO:30). Optionally, the PRO203 
polypeptide is obtained or is obtainable fay expressing die polypeptide encoded by the cDNA insert of the 
DNA30862-1396 vector deposited on June 2, 1998, as ATCC 209920. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA15618 which comprises the nucleotide sequence of Figure 21 (SEQ ID NO:31). 

9. £g022fi 

A cDNA clone (DNA35680-1212) has been identified which encodes a polypeptide designated in the 
present application as "PRO290." PRO290 polypeptides have sequence identity with NTO-1, FAN and beige. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO290 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO290 polypeptide having 
the sequence of amino acid residues from about 1 to about 1003, inclusive of Figure 23 (SEQ ID NO:33), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO290 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 293 
and about 3301 , inclusive, of Figure 22 (SEQ ID N032). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
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fa a further aspect, the mveiii^ 
at Iearta*ow 80% sequence identity, pre 

about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding toe same mature polypeptide encoded by the human protein cDNA in 4TCC Deposit No. 209790 
(DNA33680-1212), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
5 flpcteie add coinpiises a DNA en cod ing the same mature polypeptide encoded by die human protein cDNA 
in ATCC Deposit No. 209790 (DNA35680-1212). 

b a still Anther aspect, the invention ccmcen* an isolated 
encoding a polypeptide having at least about 80% sequence identity, 
identity, more preferably at least about 90% sequence identity, most preferably 
10 identity to the sequence of amino acid residues from about 1 to about 1003, inclusive of Figure 23 (SEQ ID 
NOS3), or the complement of the DNAof(a). 

fa a farther aspect the invention concent 
a test DNA molecule under stringent wmdltions with (a) a DNA molecule encoding a PR029O polypeptide 
having the sequence of amino add residues from about 1 to about 1003, inclusive of Figure 23 (SEQ ID 
IS NCh33), or (b) the complement of die DNA molecule of (a), and, if the DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating die test 
DNA molecule. 

fa another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 to about 1003, inclusive of Figure 23 (SEQ ID NO:33) v or (b) the 
complement of the DNA of (a). 

fa another embodiment, the invention provides isolated PRO290 polypeptide encoded by any of the 
25 isolated nucleic acid sequences hereinabove defined. 

fa a specific aspect, the invention provides isolated native sequence PRO290 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 through 1003 of Figure 23 (SEQ ID 
NO:33). 

In another aspect, the invention concerns an isolated PRO290 polypeptide, comprising an amino acid 
30 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 1003, inclusive of Figure 23 (SEQ ID NO:33). 

fa a further aspect, the invention concerns an isolated PRO290 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
35 about 90% positives, most preferably at least about 95% positives when compared with die amino acid 
sequence of residues 1 through 1003 of Figure 23 (SEQ ID NO:33). 
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to a still farther aspect, the invention pnnrfde* a polypeptide 
molecule under stringent conditions with (a) a DN A molecule encoding a PRO290 polypeptide having die 
sequence of amino acid residues from about 1 to about 1 003, inclusive of Figure 23 (SEQ ID NKM3) , or (b) 
die complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % sequence 
identity, preferably at least about an 83% sequence identity, more preferably^* least about a 90% sequence 
identity, oust preferably at least about a 95% sequence identity to (a) or (b), 00 culturing a host cell 
comprising the test DNA molecule tinder conditions suitable for expression of the polypeptide, and On) 
recovering dm polypeptide from die cell culture* 

In yet another embodiment, them 
polypeptide. In a particular embodiment, the agonist or antagonist is an angVPRO290 antibody. 

hi a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRQ290 polypeptide, by contacting the native PRO290 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

faastffl farther t arihodinvay, the 
or an agonist or antagonist as hereinabove defined, in combination withaphannaceutically acceptable carrier. 

10. PRQ874 

Applicants have identified a cDNA done that encodes a novel multi-span transmembrane polypeptide, 
which is designated in the present application as *PR0874\ 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0874 polypeptide. In one aspect/ the isolated nucleic acid comprises DNA encoding the 
PR0874 polypeptide having amino acid residues 1 to 321 of Figure 25 (SEQ ID NO:36), or is complementary 
to such encoding mideic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA encoding the 
PR0874 polypeptide having amino acid from about X to 321 of Figure 25 (SEQ ID NO:36), where X is any 
amino acid from about 270 to about 279 of Figure 25 (SEQ ID NO:36), or is complementary to such encoding 
nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, under high 
stringency conditions. The isolated nucleic acid sequence may comprise the cDNA insert of the DNA40621- 
1440 vector deposited on June 2, 1998, as ATCC 209922 which includes the nucleotide sequence encoding 
PR0874. 

In another embodiment, the invention provides isolated PR0874 polypeptide* In particular, the 
invention provides isolated native sequence PR0874 polypeptide, which in one embodiment, includes an amino 
acid sequence comprising residues 1 to 321 of Figure 25 (SEQ ID NO:36). Additional embodiments of the 
present invention are directed to PR0874 polypeptides comprising amino acids X to 321 of Figure 25 (SEQ 
ID NO:36), where X is any amino acid from about 270 to about 279 of Figure 25 (SEQ ID NO:36). 
Optionally, die PR0874 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the 
cDNA insert of the DNA40621-1440 vector deposited on June 2, 1998, as ATCC 209922. 
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U. PRO710 

Applied have uieim^edacDNA clone lh^ 
proten, wherein the polypeptide Is designated in the present application as "PRO710". 

m one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO710 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
5 PRO710 polypeptide having amino acid residues 1 to 566 of Figure 27 (SEQ ID NO:41), or is complementary 
tn gpcfr e n c o din g micteic ackl sequence, and mnains stably boundto 

under high stringency conditions. In other aspects, tbe isolated nucleic acid comprises DNA encoding the 
FRO710 polypeptide havmgain^ 

1 or about 33 to X of Figure 27 (SEQ ID NO:4l), where X is any amino add from 449 to 458 of Figure 27 
10 (SEQIPNO^lXm-hc^ 

it onto at least moderate, and optionally, qndegM^strinBeiicyccmditkins- Tteisdatedmiclricnridaeqrience 

nay convulse fcecDN A in^ 1998 as ATCC 209907 

»hfch liyfndta fee nucleotide sequence encoding PBO710. 

fa another embodiment, me invention provides isolated PRO710 polypeptide. In particular, the 
IS inventionprovides isolated 

acid sequence comprising residues 1 to 566 of Figure 27 (SEQ ID NO:41). Additional embodfaneatsof the 

preset mvention are directed to 

(SEQroNO:41)oraniinoaddlorabout33to 

from 449 to 458 of Figure 27 (SEQ ID NO:41). Optionally, the PRO710 oolypeptide is obtained or is 
20 obtainable by expressing the polypeptide encoded by the cDNA insert of the DNA44161-1434 vector deposited 
on May 27, 1998 as ATCC 209907. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA38190 comprising the nucleotide sequence of Figure 28 (SEQ ID NO:42). 

12. guana 

A cDNA clone (DNA44694-1500) has been identified, having homology to nucleic acid encoding Clq 
protein, mat encodes a novel polypeptide, designated in the present application as "PR01151V 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROH51 polypeptide. 

In one aspect, die isolated nucleic add comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROH51 polypeptide 
having the sequence of ainino acid residues from about 1 or about 21 to about 259, inclusive of Figure 30 (SEQ 
ID NO:47), or (b) the complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PROH51 
polypeptide comprising DNA hybridizing to the complement of the nucleic add between about nucleotides 272 
or about 332 and about 1048, inclusive, of Figure 29 (SEQ ID NO:46). Preferably, hybridization occurs under 
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stringent hybridization and wash conditions. 

In a further asr^ct, the invco^ 
at least about 80 * sequence identity, preferably at least about 85 % sequence identity , mora preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203 1 14 
5 (DNM4694-1500) or (b) the con^lement of the rwcleic acid molecule of (a). In a preferred embodiment, toe 
nucleic acid comprises a DNA encoding tbe same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 2(8114 (PNA44694-1500). 

In stffl a farther aspect, the invention cttsentt 
enuring a polypeptide having at least about 80* sequence Identity, preferably at least about 85 % sequence 
10 identity, more prefer^^ 

identity to the sequence of amino add residues 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID 
* NCfc47), or (b) the conrplement of the DNA of (a). 

In a farther aspect, die invention concerns an isolated nucleic add molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
15 molecule encoding a PR01151 polypeptide hs*^ the sequence of amino acid re 

about 259, inclusive of Figure 30 (SEQ ID NO:47) , or (b) the complement of the DNA molecule of (a), and, 
ifthe DNA rnolecule has at least abom an 80 * sequence prefereabry at least about an 85% sequence 

identity, more preferably at 

identity to (a) or (b), isolating die test DNA molecule. 

20 hi a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a FROU51 polypeptide, with or without the N^erminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino acid position 20 in the 
sequence of Figure 30 (SEQ ID NO:47). 

25 In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID NO:47), or (b) 
the complement of die DNA of (a). 

30 Another embodiment is directed to fragments of a PRO 1151 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 29 (SEQ ID NO:46). 

35 In another embodiment, the invention provides isolated PR01151 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 
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hi a specific aspect, the invention provides isolated native sequence PR01151 polypeptide, which in 
certain embodiments, includes an amino add sequence wwnprising residues 1 or about 21 to about 259 of 
Hgme30(SEQIDNO:47). 

In another aspect, the invention concerns an isolated PRO 1151 polypeptide, comprising an amino add 
sequence having at least about 80% se qu ence identity, preferably at least about 85% sequence identity, mom 
5 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residue* 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID NO:47). 

In a farther aspect, the invention concerns an isolated PROl 151 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more p r efer ably 
at least aboin90%TH)sMvet > most preferably at te 
10 sequence of residues 1 or about 2 1 to about 259, inclusive of Figure 30 (SEQ ID NCh47). 

^ In yet another aspect, die invention concerns an isolated PR01151 polypeptide, comprising the 

sequence of amino add residues 1 or about 21 to about 259, inclusive of Figure 30 (SBJ ID NO:47), or a 
fragment thereof sufficient to provide a binding site for an «^PROU5 1 antibody. Preferably, the PROl 151 
fragment retains a qualitative biological activity of a native PR01151 polypeptide. 
15 to a stiU farther aspect, the ioventkm 

molecule under stringent conditions with (a) a DNA molecule encoding a PROl 151 polypeptide having die 
sequence of amino add residues from about 1 or about 21 to about 259, inclusive of Figure 30 (SEQ ID 
NOt47), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about 
20 a 90% sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a 
host cell comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 151 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01151 antibody. 
25 In a farther embodiment, die invention concerns a method of identifying agonists or antagonists of 

a native PROl 15 1 polypeptide by contacting the native PROl 151 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, die invention concerns a composition comprising a PROl 151 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
30 acceptable carrier. 

13. PRQ1282 

A cDNA done (DN A45495- 1 550) has been identified that encodes a novel polypeptide having 
sequence identity with leucine rich repeat proteins and designated in die present application as "PR01282." 
35 In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PR01282 polypeptide. 
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hi one aspect, the isolated nucleie^ 
pcfaMy at least about 85% sequence identity, more prefer^ at least abo^ 

prefeably at least about 95* sequence identity to (a) a DNA molecule encoding a PR01282 polypeptide 
having the sequence of amino acid residues from about 24 to about 673, inclusive of Figure 32 (SEQ ID 
NCh52X or (b) tbe complemeot of the DNA molecule of (a)* 

In another aspect, die invention concerns an isolated nucleic add molecule encoding a PRO 1282 
polypeptide comprising 

md about 2138, inclusive, of Figure 31 (SEQ ID NO:51). Preferably, hybridization occurs under stringent 
hybridization and wash c ondition s* 

In a farther aspect, the invent 
at least atwutm sequence identity, 

. about 90* sequence identity, most pretabty at least about 95% sequeace M 
encoding the same mature polypeptide encoded by the hmnan protein 

(DNA45495-1550), or (b) the complement of die DNA molecule of (a). In a preferred e mb odimen t, the 
notidc add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203156 (DNA45495-1550). 

hi a still farther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
ideality , mm preferably at least about 90% sequence identity, most p^ 

identity to the sequence of amino acid residues from about 24 to about 673, inclusive of Figure 32 (SEQ ID 
NO:52), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 282 polypeptide having the sequence of 
amino acid residues from about 24 to about 673, inclusive of Figure 32 (SEQ ID NO:52), or (b) the 
complement of die DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85* sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01282 polypeptide, with or without die N^enninal signal sequence and/or die initiating 
methionine, and its soluble, Le. transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
amino acid position 1 through about amino acid position 23 in the sequence of Figure 32 (SEQ ID NO:52). 
The transmembrane domain has been tentatively identified as extending from about amino acid position 579 
through about amino add position 599 in the PRO 1 282 amino acid sequence (Figure 32, SEQ ID NO : 52) . 

hi another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 



59 



WOMT73454 



PCT/DS00/08439 



amino add sequence of residues 24 to about 673, inclusive of Rgux* 32 (SEQ ID NO:52), or (b) the 
campleme* of the DNA of (a). 

Another embodiment is directed to fragments of a FR01282 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
5 50 mcJeotides in length, and most preferably from about 20 to about 40 nucleotides in kngth. 
in another embodiment, the inventkm provides isolated PR012& 
isolated nucleic acid sequences her einabo ve defined* 

b a specific aspect, the invention provides isolated native sequence P^ 
one embodiment, includes an amino add sequence comprising residues 
10 NO:52). 

^ In aiwther aspect, the imiaakmc 

sequence having at least about 80% sequence identity, preferaMy at least about 85% sequence identity, more 
piefenkbfy at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 24 to about 673, inclusive of Figure 32 (SEQ ID NO:52). 
IS hi a Anther aspect, the invention concerns an isolated FR01282 polypeptide, comprising an amino 

acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at kast about 90% positives, most preferably 
sequence of residues 24 through 673 of Figure 32 (SEQ ID NO:52). 

In yet another aspect, the invention concerns an isolated PR01282 polypeptide, comprising die 
20 sequence of amino acid residues 24 to about 673, inclusive of Figure 32 (SEQ ID NO:52), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01282 antibody. Preferably, the PR01282 fragment 
retains a qualitative biological activity of a native PR01282 polypeptide. 

In a Still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1282 polypeptide having the 
25 sequence of amino acid residues from about 24 to about 673, inclusive of Figure 32 (SEQ ID NO:52), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
30 recovering die polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01282 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01282 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR01282 polypeptide, by contacting the native PR01282 polypeptide with a candidate molecule and 
35 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, die invention concerns a composition comprising a PR01282 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
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14. PRP358 

Applicants have identified a novel cDNA done that encodes novel human Ton polypeptides, 
designated in the present application as PR0358. 

b one embodiment, the invention provides an isolated nucleic add molecule comprising a DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, mom preferably at least about 90% sequence identity, most preferably 

identity to (a) a DNA molecule encoding a PRG358 polypeptide having amino adds 20 to 575 Of Figure 34 
(SEQ ID NCh57), or (b) the complement of the DNA molecule of (a). The complementary DNA molecule 
preferably remains stably bound to such encoding nucleic acid sequence under at least moderate, and 
^ optionally, under high stringency conditions. 

in m Aether embodiment^ the Isolated m c l d c add molecule comprises a p ol ynucleotide fliathas at least 
abet* 90%, preferably at least about 95% sequence identity with a polynucleotide encoding a polypeptide 
comprising die sequence of amino adds 1 to 811 of Figure 34 (SEQ ID NCh57). 

in a specific embodiment, the invention provides an isolated nudeic add molecule comprising DNA 
encoding native or variant PR0358 polypeptide, with or without the N-terminal signal sequence, and with or 
without die transmembrane regions of the respective full-length sequences. In one aspect, the isolated nucleic 
acid comprises DNA encoding a mature, full-length native PR0358 polypeptide having amino acid residues 
1 to 811 of Figure 34 (SEQ ID NO:57), or is complementary to such encoding nucleic add sequence. In 
another aspect, die invention concerns an isolated nudeic acid molecule that comprises DNA encoding a native 
PR0358 polypeptide without an N-terminal signal sequence, or is complementary to such encoding nudeic add 
sequence. In yet another embodiment, the invention concerns nucleic acid encoding transmembrane-domain 
deleted or inactivated forms of the full-length native PR0358 protein. 

In another embodiment, the invention provides an isolated nucleic add molecule which comprises 
the clone (DNA 47361-1249) deposited on November 7, 1997, under ATOC number 209431. 

In a specific embodiment, the invention provides a vector comprising a polynucleotide having at least 
about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least about 
90% sequence identity, most preferably at least about 95% sequence identity with a polynucleotide encoding 
a polypeptide comprising die sequence of amino acids 20 to 811 of Figure 34 (SEQ ID NO:57), or the 
complement of such polynudeotide. In a particular embodiment, the vector comprises DNA encoding the 
novel ToD homologue (PRQ358), with or without die N-terminal signal sequence (about amino acids 1 to 1 9), 
or a transmembrane-domain (about amino acids 576-595) deleted or inactivated variant thereof, or the 
extracellular domain (about amino acids 20 to 595) of the mature protein, or a protein comprising any one of 
these sequences. A host cell comprising such a vector is also provided. 

In another embodiment, die invention provides isolated PR0358 polypeptides. The invention further 
provides an isolated native sequence PR0358 polypeptide, or variants thereof. In particular, die invention 
provides an isolated native sequence PR0358 polypeptide, which in certain embodiments, includes the amino 
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add mpence comprising residue* 20 to 575, or 20to 811, or 1 to811 of Figum34(SEQIDN0^7). 

In yet another embodiment, the invention concerns agonists and antagonists of the native PR0358 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0358 antibody. 

In a norther embodiment, the invention concerns screening assays to identify agonists or antagonists 
of die native PR0358 polypeptide 
5 In a still further embodiment, die invention concerns i composition comprising a PR0358 polypeptide, 

or an^mist or aiu^gonist as hereinabove defi^ in combination with a pharmaceutically acceptable carrier. 

The imreutkm farther concenw^ 
polypeptide, in ooco bi na tio n with a ph annacci itically acceptable carrier* 

The invention also ccmcenis a 
10 an effective amount of an antagonist of a PRQ358 polypeptide. In a specific embodiment, the antagonist is 
a blocking antibody specifically binding a native PR0358 polypeptide. 

is. . moaa 

A cDNA done (DNA47394-1572) has been identified that encodes a novel polypeptide having 
IS sequence identity with carboxypeptidase X2 and deaignated in die present application as "PRO1310." 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoring a PRO1310 polypeptide. 

in me aspect, the isolated nucleic add comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
20 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1310 polypeptide 
having the sequence of amino acid residues from about 26 to about 765, inclusive of Figure 36 (SEQ ID 
NO:62), or (b) the complement of die DNA molecule of (a). 

hi another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 13 10 
polypeptide comprising DNA hybridizing to the complement of the nucleic add between about residues 401 
25 and about 2593, inclusive, of Figure 35 (SEQ ID NO:61). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least abgut 95% sequence identity to (a) a DNA molecule 
30 encoding the same mature polypeptide encoded by the human protein cDNA in ATOC Deposit No. 203109 
(DNA47394-1572), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No, 203109 (DNA47394-1572). 

in a still further aspect , die invention concerns an isolated nucleic add molecule comprising (a) DNA 
35 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues from about 26 to about 76S, inclusive of Figure 36 (SEQ ID 
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NO£& or the complement of the DNA of (a). 

In a further aspect, the invention concern in isolated iwclek: 
nucleotides, and preferably at least about 100 nucleotides ai^ 
Oder stringent conditions with (a) a DNA nwlecuto encoding a PROB 10 polypeptide to 
amino acid residues from about 26 to about 765, inclusive of Figure 36 (SEQ ID NO:62), or (b) the 
5 cocaptepent of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85* sequence identity, more preferably at least about a 90* sequence 
idettiiy, most preferably at least about 

In another aspect, the invention concents an isolated nucleic acid molecule comprising (a) DNA 
encoring a polypeptide scoring at least about 80* positives, preferably at least about 85* positives, more 
10 prefenfafyatleastaboi*90* positives, most prefer^ 

amino add sequence of residues 26 to about 765, inclusive of Figure 36 (SEQ ID NCh62), or (b) the 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PRO1310 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
15 In a spedfc aspect, the invention prov^ 

one embodiment, includes an amino acid sequence comprising 
NCfcfiO. . 

In another aspect, the invention concerns an isolated PRO1310 polypeptide, compr^ 
sequence having at least about 80* sequence identity, preferably at least about 85 * sequence identity, more 

20 preferably at least about 90% sequence identity, most preferably at least about 95 * sequence identity to the 
sequence of amino acid residues 26 to about 765, inclusive of Figure 36 (SEQ ID NO:62). 

In a further aspect, the invention concerns an isolated PRO1310 polypeptide, comprising an amino 
acid sequence scoring at least about 80* positives, preferably at least about 85% positives, more preferably 
at least about 90* positives, most preferably at least about 95 % positives when compared with the amino acid 

25 sequence of residues 26 through 765 of Figure 36 (SEQ ED NO: 62) . 

In yet another aspect, the invention concerns an isolated PROl 3 10 polypeptide, comprising the 
sequence of amino acid residues 26 to about 765, inclusive of Figure 36 (SEQ D> NO:62), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1310 antibody. Preferably, the PROl 310 fragment 
retains a qualitative biological activity of a native PRO1310 polypeptide. 

30 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO 13 10 polypeptide having the 
sequence of amino acid residues from about 26 to about 765, inclusive of Figure 36 (SEQ ID NO:62), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80* sequence 
identity, preferably at least about an 85 X sequence identity , more preferably at least about a 90 % sequence 

35 identity, most preferably at least about a 95% sequence identity to (a) or (b), 00 culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
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In yet another embodiment, the invention concerns agonists and antagonists of t native PRO1310 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR013 10 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR013 10 polypeptide 

monitoring a biological activity mediated by said polypeptide. 
5 In a still father embodiment, die invention concerns a composition comprising a PRO1310 

polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier* 

16. BBQflfl 

10 Applicants ham identified a cDNA clone that encodes a novel polypeptide having homology to 

^ d&cfcmetin, wherein die polypeptide b designated in to 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a FR0698 polypeptide. In one aspect, die isolated nucleic add comprises DNA encoding the 
PRO©8 polypeptide having amino acki residues 1 to 510 of Figure 38 (SEQ© 

IS to such encoding nucleic add sequence, and remains stably bound to k under at least moderate, and optionally, 
under high stringency conditions. In other aspects, the isolated nucleic add comprises DNA encoding the 
PR0698 polypeptide having ammo acid residues about 21 to 510 of Figure 38 (SEQ ID NO:67), or is 
complementary ft* fnc™«"g mvfrkt acid sapience, and remains stab ly bound tn it under at least moderate, 
and optionally, under high stringency conditions. The isolated nudeic add sequence may comprise die cDNA 

20 insert of the DNA48320-1433 vector deposited on May 27, 1998 as ATCC 209904 which includes the 
nucleotide sequence encoding PR0698. 

In another embodiment, die invention provides isolated PR0698 polypeptide. In particular, the 
invention provides isolated native sequence PR0698 polypeptide, which in one embodiment, indudes an amino 
add sequence comprising residues 1 to 510 of Figure 38 (SEQ ID NO:67). Additional embodiments of the 

25 present invention are directed to PR0698 polypeptides com 

(SEQ ID NCh67). Optionally, the PR0698 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA48320-1433 vector deposited on May 27, 1998 as ATCC 
209904. 

In another embodiment, die invention provides an expressed sequence tag (EST) designated herein 
30 as DNA39906 comprising die nucleotide sequence of Figure 39 (SEQ ID NO:68). 

17. PRQ732 

Applicants have identified a cDNA done that encodes a novel polypeptide having homology to the 
human placental protein DifB3, wherein the polypeptide is designated in die present application as "PR0732". 
35 In one embodiment, the invention provides an isolated nudeic acid molecule comprising DNA 

encoding a PR0732 polypeptide, hi one aspect, die isolated nucleic add comprises DNA encoding the 
PR0732 polypeptide having amino add residues 1 to 453 of Figure 41 (SEQ ID NO:73), or is complementary 
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to sndtcacodingnuclekackl segues 

under Ugh stringency conditions. In otter aspects, the isolated nucleic add comprises DNA encoding the 
PROT32 polypeptide having amino add residues about 29 to 453 of Figure 41 (SBQ ID NO.73) or amino add 
L <r *oitf 29 to X of Rgure 41 ($EQ ID 

ID Nfc73), or is complementaiy to such encoding nucleic acid sequence, and remains stably bound to it under 
5 * let mftdfratty and "penalty, n*wW high stringency gAmKrinm. The isolated nucleic add sequence may 
comprise the cDN A insert of the DNA48334-1435 vector deposited on June 2, 1998 as ATOC 209924 which 
includes the nudeotide sequence encoding PR0732, 

In another embodiment, the invention provides isolated PR0732 polypeptide. In particular, the 
invexdoo provides isolated native sequence PR0732 polypeptide, 
10 acid sequence comprising residues 1 to 453 of Figure 41 (SEQ ID NO:73). Additional embodiments of die 
present invention are directed to PR0732 polypeptides comprising amino acids about 29 to 453 of Figure 41 
(SEQH NO:73) or amino add 1^ 

from3lto40 of Figure 41 (SEQ ID NO.73). Optionally, the PR0732pol)^^ 
by expressing die polypeptide encoded by die eDNAinsmofaeDNA48)34-1435 vector d^osited on Jiw 
15 2. 1998 as ATCC 209924. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA20239 comprising the nucleotide sequence of Figure 42 (SEQ ID NO:74). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA38050 comprising the nucleotide sequence of Figure 43 (SEQ ID NO:75). 
20 la another embodiment, the invention provides an expressed sequence tag (ESI) designated herein 

as DNA40683 comprising the nudeotide sequence of Figure 44 (SEQ ID NO:76). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA42580 comprising the nucleotide sequence of Figure 45 (SEQ ID NO:77). 

25 IS. FRO1120 

A cDNA done (DNA48606-1479) has been identified that encodes a novel polypeptide having 
homology sulfatases, designated in die present application as *FR01 120." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 120 polypeptide. 

30 In one aspect, die isolate*! nucleic add comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 120 polypeptide 
having the sequence of amino acid residues from about 18 to about 867, inclusive of Figure 47 (SEQ ID 
NO:84), or (b) the complement of the DNA molecule of (a). 

35 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 120 

polypeptide comprising DNA hybridizing to die complement of the nudek acid between about residues 659 
and about 3208, inclusive, of Figure 46 (SEQ ID NO:83). Preferably, hybridization occurs under stringent 
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hybridization and wash conditions. 

In a norther aspect, the invert 
at lejet about m sequenc* identity, prefer^ 

about 90* sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
eroding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203040 
(DNA48606-1479), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203040 (DNA48606-1479). 

In a stffl farther aspect, the invent 
encoding a polypeptide laving least about 80% sequent 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues ftirai about 18 to aboi* 
N084), or die complement of the DNA erf (a). 

In a further aspect, the invention concerns an isolated nuckk acid molecule having at least about 50 
nucleotides and preferably at least about IMnudeotkta aid 
under stringent conditions 

amino add residues from about 18 to about 867. inclusive of Figure 47 (SEQ ID NO:84), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence Men^ 

identity, most preferably at least about a 95 % sequence identity to (a) or (b) , isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO 1 1 20 polypeptide* with or without the N-terminal signal sequence, or is complementary to such 
encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino 
acid position 1 through about amino acid position 17 in the sequence of Figure 47 (SEQ ID NO:84). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 18 to about 867, inclusive of Figure 47 (SEQ ID NO:84), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1120 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROl 120 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 120 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 18 to 867 of Figure 47 (SEQ ID 
NO:84). 
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fai mother aspect, the taventioa concern an isolated PRO 
sequenxe taring at least about 80% sequem 
preferably at least about 90% sequence identity, most preferably at 1^ 
sequence of amino acid residues 18 to about 867, ioctosive 

In a farther aspect, the imration concerns kn isolated PRO1120 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, ra 

sequence of residues 18 to 867 of Figure 47 (SBQ ED NO:84). 

b yet another aspect, the invention concern an isolated PROU20 polypeptide, comp ri sing the 
sequence of amino add residues 18 to about 867, inclusive of Figure 47 (SEQ ID NO:84), or a fragment 
thereof sufficient to provide a binding site for an anri-PROl 120 antibody. Preferably, the PROl 120 fragment 
retains a qualitative biological activity of a native PRO1120 polypeptide. 

In a stiU farther aspect, the Inro 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1120 polypeptide having the 
sequence of amino add residues from about 1 8 to about 867, inclusive of Figure 47 (SEQ ID NO. 84), or (b) 
the complement of the DNA molecule of (a), and if fte test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (H) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering die polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of die a native PRO 1 1 20 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 120 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 
a native PRO 1 1 20 polypeptide, by contacting the native PRO 1 1 20 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, die invention concerns a composition comprising a PRO1120 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically 
acceptable carrier. 

19. PRQ537 

A cDNA done (DNA4914M431) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as 'PR0537*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0537 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0537 polypeptide having 
die sequence of amino add residues from about 1 or about 32 to about 115, inclusive of Figure 49 (SEQ ID 
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N03S), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR0537 
polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about nucleotides 97 
or about 190 and about 441, inclusive, of Figure 48 (SEQ ID NO:94). Preferably, hybridization occurs under 
string hybridization 
5 In a further aspect, the mventiOT 

at bast Jdwutm sequence Mentis 

about 90% sequence identity, most preferably at least abcmtM^ 

encoring die san* mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203003 
(DNA49141-1431) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
10 nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203003 (DNA49141-1431). 

fastiUafimhCT aspect, the iiw 
encoding a pdypeptide having at least abort 

ideaty, mate preferably at least about 90* sequence ide^. most prefix 
15 identity to the sequence of amino acid residues 1 or about 32 to about 115, inclusive of Figure 49 (SEQ ID 

NCh95), or (b) the complement of die DNA of (a). 

In a further aspect* the invention concerns an isolated nucleic add molecule having at least 10 

nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 

motecule encoding a PRQ537 polypeptide havi^ 
20 about 1 15, inclusive of Figure 49 (SEQ ID NO: 95), or (b) the complement of the DNA molecule of (a), and, 

if the DNA molecule has at least about an 80 % sequence identity, pre fereably at least about an 85 % sequence 

identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 

identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
25 encoring a PR0537 polypeptide, with or without die N-tenninal signal sequence and/or the initiating 

methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 

tentatively identified as extending from about amino acid position 1 to about amino acid position 31 in the 

sequence of Figure 49 (SEQ ID NO:95). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
30 encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, mote 

preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 

amino acid sequence of residues 1 or about 32 to about 1 15, inclusive of Figure 49 (SEQ ID NO:95), or (b) 

the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR0537 polypeptide coding sequence that may find 
35 use as hybridization probes. Such nucleic acid fragments are fromabout 20 to about 80 nucleotides in length, 

preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 

nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
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from the nucleotide sequence shown in Figure 48 (§EQ ID NO:94). 

In another embodiment, the invention provides isolated PR0537 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified 

In a specific aspect, the invention provides isolated native sequence PR0537 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 32 to about 115 of 
5 Figure 49 (SEQ ID NO;95). 

In a no t her aspec t , the invention concerns an is ol a t ed PROS37 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequ^ 
prefetaMy at least about 90% sequence idetnity^ 

sequence of amino acid residues 1 or about 32 to about 115, inclusive of Figure 49 (SEQ ID NO:95). 
10 In a farther aspect, the invention concerns an isolated FRQ537 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positive 

about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues 1 or about 32 to about 115, inclusive of Figure 49 (SEQ ID NCh95). 

hi yet another aspect, the invention concerns an isolated PRQ537 polypeptide, com p r isin g die 

15 sequence of amino add vendues 1 or about 32 to about 115, inclusive of Figure 49 (SEQ ID NO:95), or a 
fragment thereof sufficient to provide a binding site for an anti-PR0537 antibody. Preferably, the FR0337 
fragment retains a qualitative biological activity of a native PRQ537 polypeptide. 

In a still further aspect. Ac invention provides a polypeptide produced by (I) hybridizing a test DN A 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0537 polypeptide having die 

20 sequence of amino acid residues from about 1 or about 32 to about 115, inclusive of Figure 49 (SEQ ID 
NO:95), or (b) die complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 

25 (iii) recovering the polypeptide from the cell culture. 

20. PRQ536 

A cDNA done (DNA49142-1430) has been identified, that encodes a novel secreted polypeptide, 
designated in the present application as "PR0536". 
30 In one embodiment, the invention provides an isolated nudeic acid molecule comprising DNA 

encoding a PROS36 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence ideality, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0536 polypeptide having 
35 die sequence of amino acid residues from about 1 or about 26 to about 313, indusive of Figure 51 (SEQ ID 
NOr97), or (b) die complement of the DNA molecule of (a). 
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In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR0536 
polypeptide comprise 

or abewt 123 and about 986, indusive,of Figure 50 (SEQ ID NCh96). Preferably, hybridization occurs under 
atdpgtnt hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated micldcacM 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DN A molecule 
encoding the same mature polypeptide encoded by the human ]m*eta 

(DNA491424430) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203002 (DNA49142-1430). 

InatQUflaiher aspect, the invention concern an isolated mcteto arid inok 
encoding a polypeptide havkig at katf sequence 
identity, more preferably at least atoot 90% seqoeace identifying 

identity to fl»sequeace of amino add residues 1 oraboU26toaboU313, indusiveof Figure51 (SEQID 
NO£7), or (b) die complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
moleoue encoding a PR0536 polypeptide 

about 313. inclusive of Figure 51 (SEQ ID NO:97), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, preferably at least about an 85% sequence 
identity, more preferably at least about a 90% sequent identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0536 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from about amino add position I to about amino add position 25 in die 
sequence of Figure 51 (SEQ ID NO: 97). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, n^ preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 313, inclusive of Figure 51 (SEQ ID NO:97), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR0536 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from die nucleotide sequence shown in Figure 50 (SEQ ID NO:96). 
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In another embodiment, the mventkm provides isolated PR0536 polypeptide encoded by my of fee 
isolated nucleic add sequences hereinabove identified* 

to i specific aspect, the invention provide! totaled native 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 313 of 
Figure 51 (SEQ ID NO:97). 

In another aspect, ti» invention ama^ 
sequence having at least about 80% sequence iden%^ 
preferably at least about 90* sequence identity, most ^ 

sequent of amino add residues 1 cc about 26to Aoi«3B t tachi^ofHgu»51 <^IDNO:97). 

bafariher aspect, tte^ comprising an amino add 

sequence scoring at least about 80% posith^ preferably at least abo^ 

about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues lor about 26 to about 313. inclusive of Figure 51 (SEQ ID NO:97). 

In yet another aspect, the invention concerns an isolated PR0536 polypeptide, comprising the 
sequence of amino add residues 1 or about 26 to about 3 13 , inclusive of Figure 5 1 (SEQ ID NO:97), or a 
fiaginent thereof sufficient to provide ab^ Preferably , the PRQ536 

fragment retains a qualitative biological activity of a native PRQ536 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (Oh 
molecule under stringent conditions wifli (a) a DNA molecule encoding a PR0536 polypeptide having the 
sequence of amino add residues from about 1 or about 26 to about 313, inclusive of Figure 51 (SEQ ID 
NO:97), or (b) die complement of the DNA molecule of (a), and if Ac test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a 
host cell comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

21. I»11053$ 

' A cDNA done (DNA49143-1429) has been identified, having homology to nuddc add encoding a 
putative peptidy 1-prolyl isomerase that encodes a novel polypeptide, designated in the present application as 
•PR0535V 

In one embodiment, the invention provides an isolated nudeic add molecule comprising DNA 
encoding a PR0535 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0535 polypeptide having 
the sequence of amino acid residues from about 1 or about 26 to about 201 , indusive of Figure 53 (SEQ ID 
NO:99), or (b) the complement of die DNA molecule of (a). 
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In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR0535 
polypeptide comprising DN A hybridizing to the complement of to 

or about 153 and about 680, inclusive, of Figure 52 (SEQ ID NO:98). Preferably, hybridization occur* under 
stringent hybridization and wash conditions. 
In a father aspect, the iixventta 
5 at least about 80% sequence identity, preferably at least abom 85% seqim» identity, 

about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 2030 13 
(DNA49143-1429) or (b) ftp complement of the nnckb add molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide e n co d ed by the human protein cDNA 
10 in ATCC Deposit No. 203013 (DNA49143-1429). 

In stffl a forfl» aspect, the inve n ti on c^^ 
encoding a polypeptide having at least about 80% sequence klentity, preferaWy at le^ about ^ 
identity, more prefenMy at least about ^ 

identity to the sequerc of amino acid residues 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID 

IS NO:99), or (b) the complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic add m o lecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR0535 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 201, inclusive of Figure 53 (SEQ ID NO: 99), or (b) the complement of the DNA molecule of (a), and, 

20 if the DNA molecule has at least about an 80 % sequence identity, prefereabiy at least about an 85% sequence 
identity , more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0535 polypeptide, with or without the N-terminal signal sequence and/or die initiating 

25 methionine, and its soluble, i.e. , transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 25 in the sequence of Figure 53 (SEQ ID NO:99). 
The transmembrane domain has been tentatively identified as extending from about amino acid position 155 
to about amino acid position 1 74 in the PR0535 amino acid sequence (Figure 53, SEQ ID NO:99). 

30 In another aspec t, the invention concerns an i s ol a te d nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID NO:99), or (b) 
die complement of the DNA of (a). 

35 Another embodiment is directed to fragmemofaPR0535polypeptidecodingsequencediatmayfi^ 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, moire preferably from about 20 to about 50 
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riirkotidcs to length and most preferably 

from tho nucleotide sequence shown in Figure 52 (SEQ ID NO: 98). 

In another embodiment, the invention provides isolated PR0535 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, die invention provides isolated native sequence PRCtf 35 po 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 201 of 
Figure 53 (SEQ ID NO.99). 

fa another aspect, the inventkmconcena 
sequence having at least about 80% sequence identity, preferably at least about 83% sequence identity, more 
preferably at least abom 90% sequence kfco^ 

sequence of amino add residues 1 or about 26 to aboU 201, inclusive of Figure 53 (SEQ ID NO:99). 

In a further aspect, the invention comprising an amino acid 

sequence scoring at least about 80% positives, pre^ 

about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequent* of residues 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID NO:99). 

In yet another aspect, the invention concerns an isolated PR0535 polypeptide, comprising the 
sequence of amino acid residues 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID NO:99), or a 
fragment thereof sufficient to provide a binding site for an anti-PR0535 antibody. Preferably, the PRQ535 
fragment retains a qualitative biological activity of a native PR0535 polypeptide. 

In a still farther aspect, the hwentkm provides a polypeptide p 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0535 polypeptide having the 
sequence of amino acid residues from about 1 or about 26 to about 201, inclusive of Figure 53 (SEQ ID 
NO:99), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), 00 culturing a 
host cell comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR0535 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0535 antibody. 

In a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR0535 polypeptide by contacting die native PR0535 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, die invention concerns a composition comprising a PR0535 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA30861 comprising the nucleotide sequence of Figure 54 (SEQ ID NO: 100). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA36351 comprising the nucleotide sequence of Figure 55 (SEQ ID NO:101). 
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il aims 

Applicants have identified a cDNA done that encodes t novel tetraspan membrane polypeptide, 
wheiemd* polypeptide is designated in Ae present application as *PR0718*- 

b one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encodmg a PR0718 polypeptide. In one aspect, the isolated nucleic add comprises DNA encoding the 
PR0718 polypeptide hairing amino add residues 1 to 157 of Figure 57 (SEQID NO. 103), or is complementary 
to sudt cocoding middc add sequence, and rema im stably bound to it under at least moderate, and optionally, 
under high stringency conditions. In other aspects, the isolated nucleic add comprises DNA encoding the 
PR0718 polypeptide having amiiw acid residue* X to 157 o 

amino add from 143 to 152 of Figure 57 (SEQ ID NO: 103), or is complementary to such encoding nucleic 
add sequence, and remains staMy bouoi to it under at least nwdetate, aid 

conditions. The isolated imcieio acid sequence nuqr comprise me cDNA insert of the DNA49647-1398 vector 
deposited on June 2, 1998 as ATCC 209919 which includes the nndeodd^ 

m another embodiment, the invention provides isolated PR0718 polypeptide. In particular, the 
invention provides isol^ 

add sequence araiprising residues 1 to 157 of Figure 57 (SEQ ID NO: 103). Additional embodiments of the 
present invention arc directed to isolated PR0718 polypeptides comprising amino adds X to 157 of Figute 57 
(SEQ ID NO: 103), where X is any amino arid from 143 to 152 of Figure 57 (SEQ ID NO:103). Optionally, 
the PR0718 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of me DNA49647-1398 vector deposited on June 2, 1998 as ATCC 209919. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA 15386 which comprises the nucleotide sequence of Figure 58 (SEQ ID NO: 104). 

m another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA 16630 which comprises the nucleotide sequence of Figure 59 (SEQ ID NO: 105). 

m another embodiment, the invention provides an expressed sequence tag (EST) d e sign a t ed herein 
as DNA16829 which comprises the nucleotide sequence of Figure 60 (SEQ ID NO: 106). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA28357 which comprises the nucleotide sequence of Figure 61 (SEQ ID NO: 107). 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA43512 which comprises the nucleotide sequence of Figure 62 (SEQ ID NO: 108). 

23* FRQ872 

Applicants have identified a cDNA clone, DNA49819-1439, mat encodes a novel polypeptide having 
homology to dehydrogenases wherein the polypeptide is designated in die present application as "FR0872" . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0872 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
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preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0872 polypeptide having 
the sequence of amino add residues from 1 or about 19 to about 610, inclusive of Figure 64 (SEQ ID 
NO: 113), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a PROS72 
polypeptide comprising DNA that hybridizes to the concern 
5 and about 1843, inclusive of Figure 63 (SEQ ID NO: 11 2). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a father aspect, Iteinventto 
at tat about 80% sequcro identity 

about 90 * sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
10 encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209931 

(DNM9819-1439), which was deposited on June 2, 1998. In a preferred embodiment, die nucleic add 

compete* a DNA molecule encoding the same mature polypeptide encoded by the human protein cDN A in 

ATCC Deposit No. 209931 (DNA4981M439). 

In a still further aspect, the invention concerns an isolated nucleic add molecule comprising DNA 
15 encoding a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence 

identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 

identity to the sequence of amino add residues 1 or about 19 to about 610, inclusive of Figure 64 (SEQ ID 

NChll3). 

In a specific aspect, the invention provides an isolated nudeic acid molecule comprising DNA 
20 encoding a PR0872 extracellular domain (ECD), with or without die N-terminal signal sequence and/or the 
initiating methionine, and its soluble variants (i.e. transmembrane domain(s) deleted or inactivated) or is 
complementary to such encoding nudeic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 to about amino acid position 1 8 in the sequence of Figure 64 (SEQ ID 
NO: 113). The first transmembrane domain region has been tentatively identified as extending from about 
25 amino acid position 70 to about amino acid position 87 in the PR0872 amino add sequence (Figure 64, SEQ 
n>NO:113). 

In another aspect, the invention concerns an isolated nudeic acid molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, most preferably 
at least about 95 % positives when compared with the amino acid sequence of residues 1 or about 1 9 to about 

30 610, inclusive of Figure 64 (SEQ ID NO: 113). 

Another embodiment is directed to fragments of a PR0872 polypeptide coding sequence that may find 
use as hybridization probes. Such nudeic add fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length. 

33 In another embodiment, die invention provides isolated PR0872 polypeptide encoded by any of the 

isolated nucleic add sequences hereinabove identified. 
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h a specific aspect, the invention provides isolated native sequence PR0872 polypeptide, which in 
one embodiment, includes anamino^ 
IDNO:113). 

hi another aspect, the invention concerns an isolated PR0872 polypeptide, comprising an amino arid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 19 to 610, inclusive of Figure 64 (SEQ ID NO: 113). 

In a farther aspect, the invention concerns an isolated PR0872 polypeptide, comprising an ammo add 
sequence scoring at least about 80 % positives, preferably at least about 85% posW 
about 90% positives, most preferably at least about 95% positives when compared with die amino acid 
sequence of residues 1 or about 19 to 610 of Figure 64 (SEQ ID NO.113). 

In another aspect, the invention concerns a PR0872 cat Fnceflular domain coflMnriring sb amino acid 
seqpenoe having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at bast about 90% sequence kientity, most preferably ^ 

sequena of amino acid residues 1 or about 19 to X of Figure 64 (SEQ ID NO: 113), wherein X is any one of 
amino add residues 66 to 75 of Figure 64 (SEQ ID NO:113). 

hi yet another aspect, the invention concerns an isolated PROS72 polypeptide, comprising die 
sequence of amino acid residues 1 or about 19 toabout610, iiK^visiveof Figurc64(SEQIDNO:113) t or ^ 
fragment thereof sufficient to provide a binding site for an anti-FR0872 antibody. Preferably, the PR0872 
fragment mains a qualitative biological activity of a native PR0872 polypeptide. 

In another aspect, the present invention is directed to fragments of a PR0872 polypeptide which are 
sufficiently long to provide an epitope against which an antibody may be generated. 

In yet another embodiment, the invention concerns agonist and antagonists of the PR0872 polypeptide. 
In a particular embodiment, die agonist or antagonist is an anti-PR0872 antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists 
of a native PR0872 polypeptide. 

In still a further embodiment, the invention concerns a composition comprising a PR0872 polypeptide 
as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

24. PRO1063 

Applicants have identified a cDNA done that encodes a novel polypeptide having homology to human 
type IV collagenase, wherein die polypeptide is designated in die present application as "PRO1063*. 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1063 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
PRO1063 polypeptide having amino acid residues 1 to 301 of Figure 66 (SEQ ID NO:115), or is 
complementary to such encoding nucleic add sequence, and reinaim stably 

and optionally, under high stringency conditions. In other aspects, the isolated nuddc acid comprises DNA 
encoding the PRO1063 polypeptide having amino acid residues about 22 to 301 of Figure 66 (SEQ ID 



76 



WOW73454 



PCT/US00/08439 



NO: 1 15), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at ka* moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDN A insert of the DNA49820-1427 vector deposited on June 2, 1998 as ATCC 209932 which 
Includes the nucleotide sequence encoding PRO1063. 

hi another embodiment, die invention provides isolated PRO1063 polypeptide. In particular, the 
inventkn provides isolated native sequence PRO1063 polypeptide, which in one embodiment, includes an 
amino add sequence comprising residues I to 301 of Figure 66 (SEQ ID NO: 11 5). Additional e m bod im e n t* 
of die present invention are directed to PRO1063 polypeptides comprising amino adds about 22 to 301 of 
Figure 66 (SEQ ID NO 1 15). Optionally, the FRO1063 polypi 

the polypeptide encoded by die cDNA insert of the DNA49820-1427 vector deposited on June 2, 1998 as 
ATCC 209932. 

25. PRQ619 

A cDNA clone (DNA49821-1562) has been identified that encodes a novel polypeptide, designated 
in the present application as "PR0619." PR0619 polypeptides have sequence identity with VpreB genes, 
particularly to VpreB3. 

La one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0619 polypeptide. 

In one aspect, the isolated nuclefc arid comp sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0619 polypeptide having 
the sequence of amino acid residues from about 1 or 21 to about 123, inclusive of Figure 68 (SEQ ID 
NO: 117), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0619 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about residues 8 1 or 
141 and about 449, inclusive, of Figure 67 (SEQ ID NO: 116). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80 % sequence identity , preferably at least about 85 % sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209981 
(DNA49821-1562), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 209981 (DNA4982M562). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at feast about 85% sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino add residues from about 1 or 21 to about 123, inclusive of Figure 68 (SEQ 
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ID NO: 1 17), or tbe complement of the DNA of (a). 

fn 2 further aspect, the invention co occnn an Isolated nucleic acid molecule produced by hyhridfajlug 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR06 1 9 .polypeptide 
having the sequence of amino add residues from about lor 21 to about 123, inc^^ 
NO; U7K or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80* sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% seqoeaceideiuity, most preferably at least about a 93% sequence identity to (a) or (b), isolating the test 
DNA molecule. 

in a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0619 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
methionine, which is in a soluble form. The signal peptide has been tentatively jdrertififri as extending from 
amino acid position 1 through about amino acid position 20 in the sequence of Figure 68 (SBQ ID NO: 117). 

In another aspect, the invention concerns an isolated nucleic add molecule c om pris i ng (a) DNA 
encocfing a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least a 

amino add sequence of residues 1 or 21 to about 123, inclusive of Figure 68 (SEQ ID NO; 117), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR0619 polypeptide coding sequence thtf 
use as hybridization probes. Such nucleic add fragments are from about 40 through about 80 nucleotides in 
length, preferably from about 20 through about 60 nucleotides in length, more preferably from about 20 
through about 50 nucleotides in length, and most preferably from about 20 through about 40 nucleotides in 
length. 

In another embodiment, die invention provides isolated PR0619 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die invention provides isolated native sequence PR0619 polypeptide, which in 
one embodiment, includes an aim 
IDNOtin). 

In another aspect, the invention concerns an isolated PR06 19 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 21 through about 123, inclusive of Figure 68 (SEQ ID N0:117). 

In a further aspect, the invention concerns an isolated PR061 9 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 or 21 through 123 of Figure 68 (SEQ ED N0:117). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0619 polypeptide having the 
sequence of amino acid residues from about 1 or 21 to about 123, inclusive of Figure 68 (SEQ ID NO: 1 17), 
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or (b) the complement of the DN A molecule of (a>, and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90* 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b) 9 00 culturing a host cell 
comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and (in) 
recovering the polypeptide from die cell culture. 
5 In yet another embodiment, the invention concerns agonisttaM 

polypeptide, hi a particular embodiment, die agonist or antagonist is an and-PR06 1 9 antibody. 

fa a further embodiment, the agonists or antagonists of 

a native FR0619 polypeptide, by contacting the native PRO^ 
nwtntorfng a biological activity mediated by said polypeptide. 
10 faastffl further embodiment^ 

^ or an agonist or antagonist ash 

26, SBflfifll 

A cDNA clone (DNA52192-1369) has been identified, having homology to nucleic add encoding 
15 fibroblast growth fector receptor-4 that encodes a novel polypeptide, designated in the present application as 
•PR0943V 

in one embodiment, die' invention provides an isolated nucleic add molecule' comprising DNA 

eococfing a PR0943 polypeptide. 

In one aspect, the isolated nudeic acid comprises DNA having at least about 80% sequence identity, 
20 preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 

preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0943 polypeptide having 

die sequence of amino acid residues from about 1 or about 18 to about 504, inclusive of Figure 70 (SEQ ID 

NO:l 19), or (b) die complement of die DNA molecule of (a). 

In another aspect, die invention concerns an isolated nudeic acid molecule encoding a PR0943 
25 polypeptide comprising DNA hybridizing to the complement of the nudeic acid between about nudeotides 1 50 

or about 201 and about 1661, inclusive, of Figure 69 (SEQ ED NO: 118). Preferably, hybridization occurs 

under stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nudeic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
30 about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 

encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203042 

(DNA52192-1369) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 

nucleic acid comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA 

in ATCC Deposit No. 203042 (DNA52192-13G9). 
35 In still a farther aspect, the invention concerns an isolated nudeic add molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
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identity lo the sequence of amino acid residues I cap about 18 to about 504, inclusive of Figure 70 (SEQ ID 
NCkllS}, or (b) the complement of the DNA of (a). 

h a farther aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and prodnccd by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
mrjfeafe encoding a PR0943 polypeptide having the seqiie*» of amino acid residues from 1 or about 18 to 
5 abratSMtfachisiveofF^ 

if the DNA molecule has at least about m 
identiry,morepreferab^ 

identity to (a) or (b)» isolating the test DNA molecule. 

b a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
10 encoring a PR0943 polypeptide, with or without the N-tenninal signal sequence and/or the initiating 

methionine, ^inM*, i ^, tMmmg«Armo domain deleted or inactivated variants, or la complement ary 

toaodicnM^iiacteicacMinolecide, The signal peptide has been tentatively identified a* e^ 

about amino add position 1 to about amino acid position 17 in the sequence of Figure 70 ^EQ ID NO: 11S^. 

The trannnembnme domain has been tentatively identified as extending from about amino add position 376 
IS to about amino add position 396 in the PR0943 amino acid sequence (Figure 70 v SEQ IDNO:119). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90* positives, most preferably at le^^ 

amino acid sequence of residues 1 or about 18 to about 504, incisive of Figure 70 (SEQ ID NO:119), or (b) 
20 the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR0943 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nudeotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
25 from the nucleotide sequence shown in Figure 69 (SEQ ID NO: 118). 

In another embodiment, the invention provides isolated PR0943 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0943 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 18 to about 504 of 
30 Figure 70 (SEQ ID NO:l 19). 

In another aspect the invention concerns an isolated PR0943 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or about 18 to about 504, inclusive of Figure 70 (SEQ ID NO: 119). 
35 In a rurtiier aspect, the invent^ comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino add 
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scqiieat»ofitskJuc»lorab«tfl8to 

Id yet another aspect, the invention concerns an isolated PR0943 polypeptide, comprising the 
sequence of amino acid residues 1 or about 18 to about 504, inclusive of Figure 70 (SEQ ID NO: 119), or a 
fragment thereof sufficient to provide a binding site for an anti-PR0943 antibody* Preferably, tbe PR0943 
fragment retains a qualitative biological activity of a native PR0943 polypeptide- 
5 fa a stfflfurtiier aspect, them 

molecule under stringent conditions with (a) a DNA molecule encoding a PR0943 polypeptide having die 
sequence of amino acid residues from about 1 or about 18 to about 504, inclusive of Figure 70 (SEQ ID 
NO: 1 19), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an m sequence identity, prefer^ 
10 a 90* sequence identity, nK^ 

host ccflconmrising the test DNA m 

OS) recovering the polypeptide from die cell culture* 

In yet another embodiment, tbe invention concerns agonists and antagonists of a native PR0943 
polypeptide. In a particular entodm^ 
15 In a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 

a native PR0943 polypeptide by contacting the native PR0943 polypeptide with a candidate molecule and 
nxMutoring a biological activity mediated by said polypeptide. 

ma stM further embodiment, 
or an agonist or antagonist as hereinabove defined , in combination with a pharmaceutically acceptable carrier. 

20 

27. PRQ1188 

A cDNA clone (DNA52598-1518) has been identified that encodes a novel polypeptide having 
homology to nucleotide pyrophosphohydrolase and designated in the present application as 44 PRO 1 188. * 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
25 encoding a PROl 188 polypeptide. 

In one aspect, the isolated mKileic acid compri^ DNAtiavmgatleast about 80% sequence identity , 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 188 polypeptide 
having the sequence of amino acid residues from about 22 to about 1184, inclusive of Figure 72 (SEQ ID 
30 NO: 124), or (b) the complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PROl 188 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 199 
and about 3687, inclusive, of Figure 71 (SEQ ID NO: 123). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
35 b a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
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cnaxfinf the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203 107 
(DNA52598-1518), or (b) the complemcnr of the DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203107 (DNA52598-1518). 

In a still farther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
5 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least abenit 90% sequent identity, most prefer 
identity to the sequence of amino add residues from abom 22 to about 1184, inchi^ 
NO: 124), or the complemeK of the DNA of (a). 

h a farther aspect, the invention concern an isolated iaxlek add molecule ha^ 
10 micteotides. and preferab^ at least about 100 nud 
under stringent conditkms with (a) a DNA nwlec^ 
* amino add residues from about 22 to about 1184, inclusive of Figure 72 (SEQ ID NO: 124), or (b) the 
complement of the DNA molecule of (a), and. if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
IS identity, n»st preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01188 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from amino acid position 1 through about amino acid position 21 in the 
20 sequence of Figure 72 (SEQ ID NO: 124). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino add sequence of residues 22 to about 1184, inclusive of Figure 72 (SEQ ID NO: 124), or (b) the 
25 complement of die DNA of (a). 

In toother embodiment, the invention provides isolated PROl 188 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 188 polypeptide, which in 
one embodiment, includes an amino add sequence comprising residues 22 to 1184 of Figure 72 (SEQ ID . 
30 NO:124). 

In another aspect, die invention concerns an isolated PROl 1 88 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino add residues 22 to about 1 184, inclusive of Figure 72 (SEQ ID NO: 124). 
35 In a farther aspect, the invention concerns an isolated PROl 188 polypeptide, comprising an amino 

acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino add 
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sequence ofresidues 22 to 1184 of Figure 72 <5BQ ID NO.124). 

h a still farther aspect, die invention provides a polypeptide produced b^ 
molecule under stringent condition! with (a) a DNA molecule encoding a PRO 1 1 88 polypeptide having the 
sequence of amino acid residues from about 22 to about 1184, inclusive of Figure 72 (SEQ ID NO: 124). or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
5 sequence identity, preferabfy at least about an 85% seqiience identity, more prefix 
sequence ktatity, most prefer^ 

conyrising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iti) 
recovering the polypeptide from die cell culture. 

In yet another embodiment, the inventknconceimagonistt 
10 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO 1 1 88 antibody. 
In a fknther embodiment, the invention conon* a method 
* a native PROU88 polypeptide, by cort 
mortaring a biological activity mediated by said polypeptide 

hi a still further the invention concerns a composition comprising a PROH88 

15 polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 

28. PRQ1133 

A cDNA clone (DNA53913-1490) has been identified that encodes a novel polypeptide having 
20 sequence identity with netrin-la and designated in the present application as "PROU33.* 

hi one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 133 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
25 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 133 polypeptide 
having the sequence of amino add residues from about 19 to about 438, inclusive of Figure 74 (SEQ ID 
NO: 129), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 133 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about residues 320 
30 and about 1579, inclusive, of Figure 73 (SEQ ID NO: 128). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
35 encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203162 
(DNA53913-1490), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, die 
nucleic add comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA 
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b ATCC Deposit No. 203162 (DNA53913-1490). 

hastili further aspect, the iiryentxm concerns an isolated nucleic arid molecule comprising (a) DNA 
encoding a pdypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues from about 19 to about 438, inclusive of Figure 74 (SEQ ID 
5 NO: 129), or the complement of the DNA of (a). 

In a farther aspect, the rnventkm concern aa isolated nuc^ 
nucleotides , and preferably at least about 1 00 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 1 33 polypeptide having die sequence of 
amino add residues ftom about 19 to about 438, inclusive of Figure 74 (SEQ ID NO: 129), or (b) the 
10 comr^ement of the DNA molecule of (a), and, if the DNA mokculc has at feast about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention c on cern r an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more 
IS preferably at feast about 90% positives, most preferably 

amino add sequence of residues 19 to about 438. inclusive of Figure 74 (SEQ ID NO: 129), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRQ1 1 33 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
20 length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

hi another embodiment , the invention provides isolated PRO 1 1 33 polypeptide encoded by any of the 
isolated nucleic add sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 133 polypeptide, which in 
25 one embodiment, includes an amino acid sequence comprising residues 1 9 through 438 of Figure 74 (SEQ ID 
NO: 129). 

hi another aspect, the invention concerns an isolated PROl 133 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 

30 sequence of amino acid residues 19 to about 438, inclusive of Figure 74 (SEQ ID NO: 129). 

In a further aspect, the invention concerns an isolated PROl 133 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 19 through 438 of Figure 74 (SEQ ID NO:129). 

35 hi yet another aspect, die invention concerns an isolated PROl 133 polypeptide, comprising the 

sequence of amino add residues 19 to about 438, inclusive of Figure 74 (SEQ ID NO: 129), or a fragment 
thereof sufficient to provide a binding site lor an anti-PROl 133 antibody. Preferably, the PROl 133 fragment 
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retake a qualitative biological activity of a native PROl 133 polypeptide. 

fa a still father aspect, die Invention provides a polypeptide product 
molecule under stringent conditxma with (a) a DNA molecule encoding a PROl 133 polypeptide having the 
sequence of amino acid residues from about 19 to about 438, inclusive of Figure 74 (SEQ ID NO: 129), or (b) 
the of the DNA molecule of (a), and if die test DNA molecule has at least about an 80 % sequence 

identity, preferably at least about an 85% sequence identity, mom prefen^^ 

identity, most preferably at least about a 95% sequence identity to (a) or (b), (ti) entering a host cell 
comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and (in) 
recovering die polypeptide from the cell culture. 

la yet another embodiment, the invention concerns agonists and antagonists of a native PROl 133 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01133 antibody. 

In a father embodiment, the invention concern a method of id^ 
a native PROH33 polypeptide, by cemtacting the nathe PROl 133 polypeptide wi^ 
monitoring a biological activity mediated by said polypeptide. 

fa a still father embodiment, die invention concerns a composition comprising a PROl 133 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable earner* 

29. PRQ784 

A cDN A clone (DNA53978- 1 443) has been identified that encodes a novel polypeptide, designated 
in the present application as "PR0784*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0784 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA mole^ 

the sequence of amino acid residues from about 16 to about 228, inclusive of Figure 76 (SEQ ID NO: 135), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0784 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 182 
and about 820, inclusive, of Figure 75 (SEQ ID NO: 134). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209983 
(DNA53978-1443), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
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in ATCC Deposit No. 209983 (DNA53978-1443). 

b a still further aspect, Aeiaventiaaeonccro 
encoding a polypeptide having at least about 80% sequence Identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, mostpreferaMy at least about95% sequence 
Identity to the sequence of amino acid residues from about 16 to about 228, irahisto 
5 NOrttS), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 50, and 
preferably at least 100 nucleotides awl produced by bybridizingatest DNA mole^ 
with (a) a DNA molecule encoding a PR0784 polypeptide having the sequence of amino add residues from 
about 16 to about 228, inclusive of Figure 76 (SEQ ID NO: 135), or (b) the com p l e ment of the DNA molecule 

10 of (a), and, if the DNA molecule has at least abo^ preferably at least about an 85% 

^ sequence identity, more preferably at 1^ 
sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0784 polypeptide, with or without the N-tennhial signal sequence and/or the initiating 

15 methionine, and its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
amino add position about 1 to about amino acid positkm 15 in tbe sequence of Figure 76 (SEQ ID NO: 135). 
The Out Uaimnembrane domain has been tentatively identified as extending from about amino acid position 
68 to about amino acid position 87 in the PR0784 amino acid sequence (Figure 76, SEQ ID NO:135). 

20 Id another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 16 to about 228, inclusive of Figure 76 (SEQ ID NO:135), or (b) die 
complement of die DNA of (a). 

25 hi another aspect, the invention concerns hybridization probes that comprise fragments of the PR0784 

coding sequence, or complementary sequence thereof. The hybridization probes preferably have at least about 
20 nucleotides to about 80 nucleotides, and more preferably, at least about 40 to about 80 .nucleotides. 

In another embodiment, the invention provides isolated PR0784 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

30 In a specific aspect, the invention provides isolated native sequence PR0784 polypeptide, which in 

one embodiment, includes an amino acid sequence comprising residues 16 to 228 of Figure 76 (SEQ ID 
NO:135). 

In another aspect, the invention concerns an isolated PR0784 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 16 to about 228, inclusive of Figure 76 (SEQ ID NO: 135). 
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m a fijrther aspect, the iiwentfon 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably at least 
about 90* positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues 16 to 228 of Figure 76 (SBQ ID NO: 135). 

in yet another aspect, die invention concerns an isolated FR0784 polypeptide, comprising die 
sequence of amino acid residues 16 to about 228, inclusive of Figure 76 (SEQ ID NO. 1 35), or a fragment 
thereof sufficient to provide a binding site for an anti-FR0784 antibody. Preferably, the FR0784 fragment 
retains a qualitative biological activity of a native PR0784 polypeptide. 

ha still farther aspect, die invention provides a p 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0784 polypeptide having the 
sequence of antacid residues from 

IhecompkmeitoftteDNAiro sequence 
identity, preferably at least about ^ sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), GO entering a host cell 
comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and Oil) 
recovering the polypeptide from the cell culture. 

hi yet another embodiment, the invention concerns agonists and a^ PR0784 
polypeptide. In a particular embodiincnt, the agonist or antagonist is an anti-PR0784 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 
a native PR0784 polypeptide, by contacting the native PRG784 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR0784 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

30. PRQ783 

Applicants have identified a cDNA clone that encodes a novel multi-span transmembrane polypeptide, 
wherein die polypeptide is designated in the present application as "PR0783". 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR0783 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
PR0783 polypeptide having amino acid residues 1 to 489 of Figure 79 (SBQ ID NO: 138), or is complementary 
to such encoding nnclek arid sequence, and remamsstabty 

under high stringency conditions, hi other aspects, the isolated nucleic acid comprises DNA encoding the 
PR0783 polypeptide having amino acid residues 1 to X of Figure 79 (SEQ ID NO: 138), where X is any amino 
acid from 19 to 28 of Figure 79 (SEQ ID NO: 138), or is complementary to such encoding nucleic acid 
sequence, and remains stably bound to it under at least moderate, and optionally, under high stringency 
conditions. The isolated nucleic add sequence may comprise the cDNA insert of the DNA53996-1442 vector 
deposited on June 2, 1998 as ATCC 209921 which includes die nucleotide sequence encoding PR0783. 
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b another embodiment, die invention provides isolated PR0783 polypeptide. In particular, the 
inventionprovides isolated native sequence PROT&pofypeptide, 

add sequence comprising residues 1 to 439 of Figure 79 (SEQ ID NO. 138). Additional embodiments of the 
present invention are directed to PR0783 polypeptides comprising amino add 1 to about X of Figure 79 (SEQ 
ID NO: 138), where X is any amino acid from 19 to 28 of Figure 79 (SEQ ID NO: 138). Optionally, the 
5 PR0783 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert 
of the DNA53996-1442 vector deposited on June 2, 1998, as ATCC 209921 . 

In anoth e r embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DHA45201 which comprises the nucleic add sequence shown in Figure 80 (SEQ ID NO:139). 

la another embodiment, the invention prpvidfts an ojtpicssed sequence tag (ES^^ designated h os c^n* 
10 as DNA14575 which comprises the nucleic acid sequence shown in Figure 81 (SEQ ID NO: 140). 

* 3L FRO820 

AcDNAdor*(DNA5604M416)hasbeenkfei^ immunoglobulin 
gamma Be receptors that encodes a novel polypeptide designated in the present application as "PRO820". 

15 In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 

encoding a PRO820 polypeptide. 

la one aspect, die isolated nucleic acid comprises DNA having at least about 80S sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO820 polypeptide having 

20 the sequence of amino acid residues from about 1 or 16 to about 124, inclusive of Figure 83 (SEQ ID 
NO : 146) , or (b) the complement of the DNA molecule of (a) . The term "or" as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e., 1-124, or in another 
embodiment, 16-124. 

In another aspect, the invention concerns an isolated nucleic acid molecule .encoding a PRO820 
23 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 115 
or 160 and about 486, inclusive, of Figure 82 (SEQ ID NO: 145). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
30 about 90* sequence identity, most preferably at least about 95* sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203021 
(DNA56041-1416), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. (DNA56041-1416). 
35 ma still further aspect, the mvention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
idamty, more preferably at least about 90* sequence identity, most preferably at least about 95* sequence 
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identity to the sequence of amino add residues from about 1 or 16 to about 124, inclusive of Figure 83 (SEQ 
ID NO: 146), or the complement of die DNA of (a). 

fo a farther aspect, the invention coac^^ 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO820 polypeptide 
having the sequence of amiro 

NChl46).w(b)thecomplemertoftheDNAinole^ of (a),and, if theDNAnwkoilehasatleastaboUa^ 
80* sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90* sequence identity, n»st 
DNA molecule* 

in another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 * positives, preferably at least about 85 * positives, more 
preferably at least about 90* positives, most preferably 

amino add sequence of residues 1 or 16 to about 124, inclusive of Figure 83 (SEQ ID NO: 146), or (b) the 
cocopkmeat of the DNAof (a). 

In another embodiment, the invention provides isolate 
isolated nucleic add sequences hereinabove defined* 

In a specific aspect, the invention provides isolated native sequence PRO820 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues lor 16 u^igh 124 of Rgure 83 (SEQ 
IDNO:146). 

In another aspect, the invention concerns an isolated PRO820 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90* sequence identity, most preferably at least about 95* sequence identity to the 
sequence of amino acid residues 1 or 16 to about 124, inclusive of Figure 83 (SEQ ID NO:146). 

hi a further aspect , the invention concerns an isolated PRO820 polypeptide , comprising an amino acid 
sequence scoring at least about 80% positive*, preferably at least about 85 % positives, more preferably at least 
about 90* positives, most preferably at least about 95* positives when compared with the amino add 
sequence of residues 1 or 16 through 124 of Figure 83 (SEQ ID NO: 146). 

In a still further aspect , the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO820 polypeptide having the 
sequence of amino add residues from about 1 or 16 to about 124, inclusive of Figure 83 (SEQ ID NO: 146), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80* 
sequence identity, preferably at least about an 85 * sequence identity, more preferably at least about a 90* 
sequence identity, most preferably at least about a 95* sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO820 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO820 antibody. 
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In 1 further embodiment, the invetttkm concerns a method of identi fying agonists or antagonists of 
a native PRO820 polypeptide, by contacting the native PRO820 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, the invention concerns a composition comprising a FRO820 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

32. noma 

A cDNA clone (DNA56047-1456) has been identified that encodes a novel polypeptide, designated 
in the present application as "PRO1080." PRO1C80 polypeptides h«ve sequence identity with Dnal protein*. 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1080 polypeptide. 

In one aspect, Urn Isolated nucleic add comprises DNA havmg at least abtrt 
preferably at least about 85% sequence identity, mote prefer^ at 1^ 

preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1080 polypeptide 
having the sequence of amino acid residues from about 1 or 23 to about 358, inclusive of Figure 85 (SEQ ID 
NO: 148), or (b) die complement of the DNA molecule of (a). The term "or" as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e., 1-358, or in another 
embodiment, 23-358. 

in another aspect, the invention concerns an isolated nucleic add molecule encoding a PRO 1080 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 159 
or 225 and about 1232, inclusive, of Figure 84 (SEQ ID NO: 147). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA In ATCC Deposit No. 209948 
(DNA56047-1456), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209948 (DNA56047-1456). 

In a still farther aspect, the invention coKerm an isolated 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino add residues from about 1 or 23 to about 358, inclusive of Figure 85 (SEQ 
ID NO: 148), or the complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 080 polypeptide 
having the sequence of amino acid residues from about 1 or 23 to about 358, inclusive of Figure 85 (SEQ ID 
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NO: 148), or (b) the complement of the DN A molecule of (a), ami, if fa DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence ideot^ 

90 * sequence identity, most preferably at least about a 95 % sequence Identity to (a) or (b) , Isolating the test 
DNA molecule. 

to a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
5 cawxfing a PRO1080 polypeptide, with or without the N-teiminal signal sequence and/or the initiating 
methionine. The signal peptide has been tentatively!^^ 
about amino acid positicm 22 in the sequence of Figure 85 (SEQ ID NO: 148). 

in another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
cnaxfing a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
10 preferably at least about 90% positive . 
amino add sequence of residues 1 or 23 to about 358, inclusive of Figure 85 (SEQ ID NO: 148), or (b) the 
complement of the DNA of (a). 

In another embodiment, the inventkm provides isolated TOO 1(^ 
Isolated mdefc acid sequences hereinabove defined, 
IS In a spedfic aspect, the invention provides isolated native sequence PRO1080 polypeptide, which in 

one embodiment, indudes an amino add sequence comprising 
ID NO: 148). 

In another aspect, the invention concerns an isolated PRO1080 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
20 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 23 to about 358, inclusive of Figure 85 (SEQ ID NO: 148). 

In a further aspect, the invention concerns an isolated PRO1080 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferahly at least about 95 % positives when compared with the amino acid 
25 sequence of residues 1 or 23 through 358 of Figure 85 (SEQ ID NO: 1 48). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1080 polypeptide having die 
sequence of amino acid residues from about 1 or 23 to about 358, inclusive of Figure 85 (SEQ ID NO: 148), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
30 sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), 00 culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists of the a native PRO 1 080 
35 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO 1 080 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRO1080 polypeptide, by contacting the native PRO1080 polypeptide with a candidate molecule and 
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mentoring a biological activity mediated by said polypeptide. 

In a still further embodiment, die invention concerns a composition comprising a PRO1080 
polypeptide, or an agonist or antagonist aa hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA36527 comprising the nucleotide sequence of Figure 86 (SEQ ID NO: 149). 

». mam 

'AcDNA clone (DNA5605(M455)h 
in die present application as "PRO1079\ 

h one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
coaxing a PRO1079 polypeptide. 

In one aspect, the isolated nuclei sequence identity, 

pvdfanMy at least about 83% sequence identity, inore preferably*^ 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1079 polypeptide 
having the sequence of amino acid residues from about 30 to about 226, inclusive of Figure 88 (SEQ ID 
NO: 151), or (b) the complement of the DNA molecule of (a). 

- . In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1079 
polypeptide comprising DNA hybridizing to the complement of die nucleic add between about residues 270 
and about 860, inclusive, of Figure 87 (SEQ ID NO: 150). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a Anther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 2030 1 1 
(DNA56050-1455), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203011 (DNA56050-1455). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 30 to about 226, inclusive of Figure 88 (SEQ ID 
NO:151), or die complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides and preferably at least about 100 nucleotides, and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1079 polypeptide having the sequence of 
amino add residues from about 30 to about 226, inclusive of Figure 88 (SEQ ID NO:151), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
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idertiy, preferably at least about an 85 %seq^^ sequence 
identity, most preferably at least about a 95% sequence identity to (a) ^ 

in a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
eacotfing a PRO1079 polypeptide, with or without the N-tenninal signal sequence and/or dm initiating 
maMwto, The signal peptide has bem tentative 
5 about amino acid position 29 in the sequence of Figure 88 (SEQ ID NO: 151)* 

hi another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DMA 
encocfing a polypeptide scoring at least about 80S positives, preferably at least about 85% positives, more 
preload^ at least about 90% positives, m 

amino acid sequence of residues 30 to about 226, inclusive of Figure 88 (SEQ IDUChWl), or (b) the 
10 complement of die DNA of (a). 

Another embodiment is directed to fragments of *PRO1079 polypeptide codn^^ 
find use as hybridization probes. So* nncfcfc arid fragments are from about M 

length, preferably ftom about 20 to about 60 nucleotides in length, more preferably from about 20 to abciit 
30 micdeotidesm length, and most 
IS In another embodiment, the invent 

isolated nucleic add sequences hereinabove defined. 

in a specific aspect, die invention provides isolated native sequence PRO 
one embodiment, . hchides an amino acid sequence comprising residues 30 to 226 of Figure 88 (SEQ ID 
NO: 151). 

20 In another aspect, the invention concerns an isolated PRO 1 079 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino arid residues 30 to about 226, inclusive of Figure 88 (SEQ ID NO: 151), 

- In a further aspect, the invention concerns an isolated PRO1079 polypeptide.comprising an amino arid 

25 sequence scoring at least about 80% positives, preferably at least abemt 85 %p 

about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 30 to 226 of Figure 88 (SEQ ID NO:151). 

hi yet another aspect, die invention concerns an isolated PRO1079 polypeptide, comprising die 
sequence of amino arid residues 30 to about 226, inclusive of Figure 88 (SEQ ID NO:151), or a fragment 

30 thereof sufficient to provide a binding site for an ami-PRO1079 antibody. Preferably, the PRO1079 fragment 
retains a qualitative biological activity of a native PRO1079 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1079 polypeptide having the 
sequence of amino acid residues from about 30 to about 226, inclusive of Figure 88 (SEQ ID NO: 151), or (b) 

35 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity , preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (H) culturing a host cell 
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conpriring Ike test DNA molecule under conditions suitable for expression of the polypeptide, and (Ui) 
recovering the polypeptide from the cell culture. 

34. PRQ793 

A cDNA clone (DNA561 10-1437) has been identified that encodes a novel transmembrane 
polypeptide, designated in the present application as "PR0793\ 

In <me embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR0793 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
prefiaahly at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to(a)aDhUn»lecutec 
the sequence of amino acid residues ^abottl to about 138, inclusive of 
(b) the complement of die DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PR0793 
polypeptide comprising DNA 

and about 490, inclusive, of Figure 89 (SEQ ID NO: 152). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

ha flutter aspect, the invention concerns an isolated 
at least about 80% sequence identity, preferably at least about 85% sequence identity, n»repteferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203113 
(DNA561 10-1437) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 2031 13 (DNA561 10-1437). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to die sequence of amino acid residues 1 to about 138, inclusive of Figure 90 (SEQ ID NO: 153), or 
(b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR0793 polypeptide having die sequence of amino acid residues from 1 to about 138, 
inclusive of Figure 90 (SEQ ID NO: 153), or (b) the complement of the DNA molecule of (a), and, if the DNA 
molecule has at least about an 80 % sequence identity, preferably at least about an 85 % sequence identity, 
more preferably at least about a 90% seqiience identity, most preferabty 
to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0793 polypeptide, with or without die initiating methionine, and its soluble, Le. , transmembrane 
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domain deleted or inactivated variants, or is complementary to such encoding nucleic add molecule. The 
transnwnbrane domains have beta tentatively identified as extending from about amino acid position 12 to 
abort amino add position 30. fawn aboot amino add position 33 to about amino acid position 52, ftom about 
amino add position 69 to about amino add position 89 and from ab^ 
add position 109 in the PR0793 amino add sequence (Figure 90, SEQ ID NO: 153). 

fin another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
prefer at least about 90* positives, m 

amino add sequence of residues 1 to about 138, inclusive of Figure 90 (SEQ ID NO: 153), or (b) the 
convenient of the DNA of (a). 

Anodraembodimertbdirectri 
use as hybridization probes. Such nucleic add fragments ate fitmi abort 20 to abo^ 80 nucleotide* in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
mi cfcotkfcg in length and m 

from the nucleotide sequence shown in Hgure89(SEQIDNO:152). 

In another embodiment, the invention provides isolated PR0793 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0793 polypeptide, which in 
certain embodiments, indudes an amino acid sequence comprising residues 1 to about 1 38 of Figure 90 (SEQ 
IDNO:153). 

In another aspect, the invention concerns an isolated PR0793 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, mote 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 to about 138, inclusive of Figure 90 (SEQ ID NO:153). 

In a further aspect, the invention concerns an isolated PR0793 polypeptide, comprising an amino add 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least shout 95% positives when compared with the amino add 
sequence of residues 1 to about 138, inclusive of Figure 90 (SEQ ID NO:153). 

In yet another aspect, the invention concerns an isolated PR0793 polypeptide, comprising the 
sequence of amino acid residues 1 to about 138, inclusive of Figure 90 (SEQ ID NO: 153), or a fragment 
thc^fsuf&^mpmvideabino^ng site for an ai^PR0793 antibody . Preferably, the PR0793 fragment 
retains a qualitative biological activity of a native PR0793 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0793 polypeptide having the 
sequence of amino add residues from about 1 to about 138, indusive of Figure 90 (SEQ ID NO: 153), or (b) 
die complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
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comprians the test DNA molecule under conditions suitable ftr expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

hi another embodiment, to inventkm provide* an expressed sequence tag (EST) designated herein 
at DNA50177 comprising the nucleotide sequence of Figure 91 (SEQ ID NO: 154). 

5 H. PRO1016 

A cDNA done (DNA561 13-1378) has been identified, having sequence identity with acyltransferases 
that encodes a novel polypeptide, designated in die present application as "PRO1016". 

h one embodiment, the invention provides an isolated imdeic arid mokcoto comprising DNA 
enaxfing a PRO1016 polypeptide. 
10 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85* sequence identity, more pr^ 
* preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1016 polypeptide 
having the sequence of amino add residues ftomaboi* lor 19 to rix>* 
NO:156X or (b) the comply 

15 or nucleic adds is meant to refer to two alternate embodhrc 1-378, or in another 

cmbocBment, 19-378. 

In another aspect, the invention concerns an isolated nudeie add molecule encoding a PRO1016 
polypeptide comprising DNA hybridizing to the complement of the miclek acid between about residues 168 
or 222 and about 1301. inclusive, of Figure 92 (SEQ ID NO: 155). Preferably, hybridization occurs under 

20 stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nudeie acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203049 

25 (DNA561 13-1378). or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203049 (DNA561 13-1378). 

In a still further aspect, die invention concerns an isolated nudeie acid molecule comprising (a) DNA 
encoding a polypeptide having at leastabout80% sequence identity, preferably at least about 85% sequence 

30 identity, more preferably at least about 90 % sequence identity, most preferably at least about 95% sequence 
identity to the sequence of ainino acid residues ftom about 1 or 19 to about 378, inclusive of Figure 93 (SEQ 
ID NO: 156), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO1016 polypeptide 

35 having the sentence of amino acU 

NO: 156), or (b) the complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
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90% serpent* identity, most preftnd>lyatleastabouta9S%sequera 
DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1016 polypeptide, with or without the N-tenninal signal sequence and/or die initiating 
medrioninB,anditss6hible,L^ 
5 to such encoding nucleic add molecule. The signal peptide has been tentatively identified as e xtending from 
amine add position 1 through about andno acid poddon 18 in die sequence of Rgute SO (SEQ 
The trmmen*rane domains have been tei^vdy identified as extending 

through about amino acid position 330 and from about amino add position 332 through about amino add 
position 352 in the PRO1016 amino acid sequence (Figure 93, SEQ ID NO: 156). 
10 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a potypeptto 

preferably at least about 90% positives, most preferably at least ab<^ 

amino add sequence of residues I or 19 to about 378, inclusive of Figure 93 (SEQ ID NO: 156). or (b) the 
complement of the DNA of (a). 
15 In another embodiment, the invert^ 

isolated nucleic add sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1016 p^ 
one embodiment, includes an amino ackl sequence compriring residues 1 or 19 through 378 of Figure 93 (SEQ 
IDNO:156). 

20 In another aspect, the invention concerns an isolated PRO1016 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 19 to about 378, inclusive of Figure 93 (SEQ ID NO: 156). 

In a father aspect, die invention concerns an isolated PRO1016 polypeptide, comprising an amino 

25 acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues 1 or 19 through 378 of Figure 93 (SEQ ID NO:156). 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1016 polypeptide having die 

30 sequence of amino add residues from about 1 or 19 to about 378, indusive of Figure 93 (SEQ ID NO: 156), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 

35 recovering the polypeptide from the cell culture. 

hi yet another embodiment, the invention concerns agoniste art PRO 101 6 

polypeptide, hi a particular embodiment, the agonist or antagonist is an anti-PRO1016 antibody. 
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In i forther embodiment, tbe invention concern t method of identifying agonists or antagonists of 
a native PRO1016 polypeptide, by contacting tbe native PRO1016 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, the invention concerns a composition comprising a PRO1016 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical 
acceptable carrier* 

36w mam 

Applicants have identified a cDNA clone that encodes a novel polypeptide having sequence identity 
with P120, wherein the polypeptide is designated in the present application at "PRO1013*. 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encodfeg a PRO1013 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
* PR01O13 polypeptide having amino add residues 1 through 409 of Figure 95 CSEQ ID NO: 158), or is 
r/i^ffy^Ty fn «nrh MwvHng rmrMr. arid sequence, mod reamim rtahfy bound to it under at least moderate 
and optionally, under high stringency conditions. The isolated nucleic add sequence may comprise the cDNA 
insert of the vector deposited on June 2, 1998 with the ATCC as DNA56410-1414 which indudes the 
nndeotide sequence encoding PRO1013. 

In another embodiment, die invention provides isolated PRO1013 polypeptide. In particular, die 
invention provides isolated native sequence PRO1013 polypeptide, which in one embodiment, includes an 
amino add sequence comprising residues 1 through 409 of Figure 95 (SEQ ID NO: 158). Optionally, die 
PRO1013 polypeptide is obtained or is obtainable by expressing die polypeptide encoded by the cDN A insert 
of the vector deposited on June 2, 1998 with die ATCC as DNA56410-1414. 

37. PRQ937 

Applicants have identified a cDNA done that encodes a novd polypeptide having homology to 
glypjcm family proteins, wherein the polypeptide is designs ted in the present application as "PR0937*. 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR0937 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
PR0937 polypeptide having amino acid residues 1 to 556 of Figure 97 (SEQ ID NO: 1 60), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, and optionally, 
under high stringency conditions. In other aspects, the isolated nucleic add comprises DNA encoding the 
PROQ37 polypeptide having amino acid residues about 23 to 556 of Figure 97 (SEQ ID NO:160), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise die cDNA 
insert of the DNA56436-1448 vector deposited on May 27, 1998, as ATCC 209902 which includes the 
nucleotide sequence encoding PR0937. 

In another embodiment, the invention provides isolated PR0937 polypeptide. In particular, the 
invention provides isolated native sequence PR0937 polypeptide, which in one embodiment, includes an amino 
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add seqnrarw comprising residues 1 to 556 of Figure 97 (SEQ ID NO. 160). Additional embodiments of the 
present invention are directed to PR0937 polypeptide! comprising ai^ 

(SEQ ID NO: 160). Optionally, die PR0937 polypeptide is obtained or is obtainable by expressing die 
polypeptideencoded by thecDNA insert of die DNA56436-144« vector deposited onMay 27, 1998 as ATCC 
209902. 

5 

38. PRQ842 

A cDNA clone (DNA56855-1447) has been identified dot encodes a novel secreted polypeptide, 
dea^gpated in the ppsscnt applicati on as ** PR0842* * 

In one embodiment; die invention provides an isolated nucleic acid molecule comprising DNA 
10 encocfing a PR0842 polypeptide. 

In one aspect, the is ol a te d imc fc toaddampriseaW 
preferably at least about 85% sequence 
preferably at least about 95% sequeixek^^ 

the sequence of amino add residues from about 23 to about 119, inclusive of Figure 99 (SEQ ID NO: 165), 

15 or (b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule e n co din g a PR0842 
polypeptide comprising DNA hybridizing to the complement of the nucleic add between about residues 219 
and about 509, inclusive, of Figure 98 (SEQ ID NO: 164). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

20 In a further aspect* the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203004 
(DNA56855-1447), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 

25 nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203004 (DNA56855-1447). 

In a still further aspect, the invention concerns an isolated micl etc acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most pre 

30 identity to Ac sequence of amino acid residues from about 23 to about 119, indusive of Figure 99 (SEQ ID 
NO:165), or die complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides, and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR0842 polypeptide having the sequence of 

35 amino add residues from about 23 to about 119, inclusive of Figure 99 (SEQ ID NO: 165), or (b) the 
complement of die DNA molecule of (a), and, if die DNA molecule has at feast about an 80% sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence 
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ide^, most preferably at least abo^^ 

h a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0842 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
maMorine, and iti soluble, f e fra**™*™*™™ domain drfrftd at tarfiv***' 1 ^y^ft, or ftftmpigmftntary 
to snth encoding mxJefc arid molec^ The signal peptide has been tentatively Mentified as extending from 
anaao acid position 1 through about amino acid position 22 in the sequence of Figure 99 (SEQ ID NO: 165). 

hi another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
ettwfing a polypeptide scoring at least about 80* positives, preferably at least about 85% positives, more 
preferably at least about 90% positives* most preferably at h^ 

anano add sequence of residues 23 to about 119. inclusive of Figure 99 (SEQ ID NO: 165). or (b) the 
complement of die DNA of (a). 

Another embodiment Hh»*ftM to fr»gm»«t«nf* masui polypeptide coding M*piwi«i that may find 
use as hybridization probes. Such raidefc add fragments are r^ 

preferably ton about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
n a cteot ide s fa Hlfflh. VP* pt^frr^Jy ftwn ***** 3fl tn shoot 40 imrJiwtiftea In length- 

In another embodiment, the invention provides isolated PROS42 polypeptide encoded by any of die 
jsohsed padeic acid se quences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0842 polypeptide, whkh in 
one embodiment, includes an amino add sequence comprising residues 23 to 119 of Figure 99 (SEQ ID 
NOrlfiS). 

In another aspect, the invention concerns an isolated PR0842 polypeptide, comprising an amino acid 
sequence having at least about 80 % sequence identity , preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino acid residues 23 to about 119, inclusive of Figure 99 (SEQ ID NO: 165). 

In a further aspect, the invention concerns an isolated PR0842 polypeptide, comprising an amino acid 
sequence scoring at least about 80 * positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues 23 to 1 19 of Figure 99 (SEQ ID NO:165). 

In yet another aspect, the invention concerns an isolated PR0842 polypeptide, comprising the 
sequence of amino add residues 23 to about 119, inclusive of Figure 99 (SEQ ID NO: 165), or a fragment 
therofsufficient to provide a binding site an anti-PR0842 antibody. Preferably, the PR0842 fragment 
retains a qualitative biological activity of a native PR0842 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0842 polypeptide having the 
sequence of amino acid residues from about 23 to about 1 19. indusive of Figure 99 (SEQ ID NO: 165). or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host cell 
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coinprising die test DNA molecule under conditions suitable fcr expression of the polypeptide, and GU) 
recovering the polypeptide from the cell culture. 

39. PRQ839 

A cDNA clone (DNA56859-1445) has been Identified that encodes a novel polypeptide, designated 
5 in (he present application as "PR0839.* 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR0839 polypeptide. 

In one aspect, the Isolated nucleic add comprises DNA having at least abort 
piefaab* at least abort 85% sequcro 
10 imrfkably at least abort 95% sequent 

die sequence of amino add residues ftom abort 24 to abort 87 t fa*is^ 
or (b) the complement of the DNA molecule of (a)* 

hi another aspect, die invention concerns an isolated nucleic acid molecule encoding a PRQ839 
polypeptide comprising DNA hybri 
15 abort 262, inclusive, of Figure 100 (SEQ ID NO: 166). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a ftmher aspect, the invention 
at least abort 80% sequence identity, preferably at least abort 85% sequence identity, more prefenuty at least 
about 90% sequence identity, most preferably at least abort 95% sequence identity to (a) a DNA molecule 
20 encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203019 
(DNA56859-1445), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203019 (DNA56859-1445). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least abort 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 24 to about 87, inclusive of Figure 101 (SEQ ID 
NO:167), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule having at least 50 
30 nucleotides, and preferably at least 100 mjckotides and produced by hybridizing a test DNA molecule under 
stringent conditions with (a) a DN A molecule encoding a PR0839 polypeptide having die sequence of amino 
acid residues from about 24 to about 87, inclusive of Figure 101 (SEQ ID NO: 167), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least abort an 85% sequence identity, more preferably at least abort a 90% sequence identity, most 
35 preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

fa a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0839 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
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raflhbnine, and its soluble, Lc. transmembrane domain deleted or inactivated variants, or ii complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
anm»acidp<Kiticml 101 (SEQIDNO:167). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80* positives, preferably at least about 85* positives, more 
preferably at least about 90% positive 

amine add sequence of residues 24 to about 87, inclusive of Figure 101 (SEQ ID NO:167), or (b) the 
complement of the DNA of (a), 

Aoother embodiment is directed to fragments ofaPR0839 polypeptide 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in tongth. 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about SO 
nucleotides in length* and most preferably from about 20 to about 40 nucJmtides in length. 

hi another embodiment, the invention 
isolated nucleic acid sequences hereinabove defined* 

In a specific -aspect, die invention provides isolated native sequence PR0839 polypeptide, which in 
one embodiment, includes an amino add sequence comprising residues 24 to 87 of Figure 101 (SEQ ID 
NO-.167). 

In another aspect, the invention concerns an isolated PR0839 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85* sequence identity , more 
prefe r a bly at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 24 to about 87, inclusive of Figure 101 (SEQ ID NO: 167). 

In a further aspect, the invention concerns an isolated PR0839 polypeptide, comprising an amino acid 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 24 to 87 of Figure 101 (SEQ ID NO: 167). 

In yet another aspect, the invention concerns an isolated PR0839 polypeptide, comprising the 
sequence of amino acid residues 24 to about 87, inclusive of Figure 101 (SEQ ID NO: 167), or a fragment 
thereof sufficient to provide a binding site for an anti-PR0839 antibody. Preferably, the PR0839 fragment 
retains a qualitative biological activity of a native PR0839 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0839 polypeptide having the 
sequence of amino acid residues from about 24 to about 87» iiKlusive of Figure 101 (SEQ m NO: 167), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (Hi) 
reco v ering the polypeptide from the cell culture. 
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4». PRO1180 

Applicants have identified a cDNA done (DNA5686O-1510) having homology to nucleic add 
encoding methyhransferase enzymes that encodes a novd polypeptide, designated in the present application 
as •PRO1180\ 

tat one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1180 polypeptide. 

hi one aspect, die isolated nucleic add comprises DNA having at least abom 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1180 polypeptide 
having the sequence of amino add residues from about 1 or about 24 to about 277, inclusive of Figure 103 
(SEQ ID NO 1 69), or (b) the complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic add molecule encoding a PRO1180 
polypeptide coinprisnig DNA hybridizing 

or about 147 and about 908, inclusive of Figure 102 (SEQ ID NO: 168). Preferably t hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, die invention concents an isolated nucleic add molecute 
at least about 80% sequence identity, preferably at least about 85% sequence identity, morepreferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209952 
(DNA56860-1510). In a preferred embodiment, die nucleic add comprises a DNA encoding the same mature 
polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209952 (DNA56860-1510). 

In still a flirther aspect, the invention concerns an isolated nucleic add molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues 1 or about 24 to about 277, indusive of Figure 103 (SEQ ID 
NO.169). 

in a specific aspect, the invention provides an isolated nuddc add molecule comprising DNA 
encoding a PRO1180 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
methionine, or is complementary to such encoding nudeic add molecule. The signal peptide has been 
tentativdy identified as extending from about amino add position 1 to about amino add position 23 in the 
sequence of Figure 103 (SEQ ID NO:169). 

In another aspect, the invention concerns an isolated nudeic acid molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or about 24 to about 277, inclusive of Figure 103 (SEQ ID NO: 169). 

Another embodiment is directed to fragments of a PRO 11 80 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nudeotides in length, more preferably from about 20 to about 
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50 nucleotides in length and most preferably from about 20 to about 40 nudeotides in length. 

In another embodiment, the mventkm provided 
is o lat ed nucleic add s eq uences hereinabove identified* 

In a specific aspect, the invention provides isolated native sequence PRO 1 180 polypeptide, which in 
one embodiment, include 
103 (SEQ ID NO: 169). 

fa another aspect, the invents 
sequence having at least about 80S sequence ktentity, preferably at least a 
preferably at least about 90% sequ^ 

sequence of amino add residues! or abm* 24 to about 277, inclusive of 1^ 

fa a farther aspect, the invent comprising an amino 

add sequence scoring at least about 80S positives, preferably at least about 85* poddves, 
* at least about 90% positives, most preferdriy at least about 95% positives wfara 
sequence of residues 1 or about 24 to about 277, indnsbeof Figure 103 (SEQ ID NO: 169). 

fa yet another aspect, the invention concerns an isolated PROU80 polypeptide, comprising the 
sequence of amino add residues 1 or about 24 to about 277, inclusive of Figure 103 (SEQ ID NO: 1 69), or a 
fragment thereof sufficient to provide a binding site fw an autf-P^ Preferably, the PRO 1180 

fragment retains a qualitative biological activity of a native PRO1180 polypeptide. 

to another aspect, the present invention is directed to fragments of a PROl 180 po 
sufficiently long to provide an epitope against which an antibody may be generated. 

fa yet another embodiment, the invention concerns agonists and antagonists of a native PROl 180 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO 11 80 antibody. 

fa a further embodiment, the invention concerns screening assays to identify agonists or antagonists 
of a native PROl 180 polypeptide. 

fa still a further embodiment, the invention concerns a composition comprising a PROl 180 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

41. PRQ1134 

A cDNA done (DNA56865-1491) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PROl 134*. 

fa one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 134 polypeptide. 

fa one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 134 polypeptide 
having die sequence of amino add residues from about 1 or about 24 to about 371, inclusive of Figure 105 
(SEQ ID NO:171), or (b) the complement of die DNA molecule of (a). 
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h another aspect, ft* invention concerns an isolated nucleic acid molecule encoding a PROl 134 
polypeptide comprisingDNAhyb^ 153 
or about 222 and about 1265, inclusive, of Figure 104 (SEQ ID NO:170). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

la a further aspect, the invention concerns an isolated nndck 
at least about 80% sequence identity, preferably at least about 85% sequence identity imw 
about 90%' sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203022 
(DNA56S6M491) or (b) thecoma In a preferred embodiment, d» 

anckie add comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203022 (DNA56865-1491). 

hi stm a farther aspect, the invent 
encoding a polypeptide having at least about 80% seqiience identity^ 
identity, more preferably at least about 90% sequence identity, most pitfendty 

identity to the sequence of amino ac^ 105 (SEQ ID 

NO: 171), or (b) the complement of the DNA of (a). 

in a farther aspect, the invention concer ns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROl 134 polypeptide having the sequence of amino acid residues from 1 or about 24 to 
about 371, Inclusive of Figure 105 (SEQ ID NO: 171), or (b) the complement of the DNA molecule of (a), and, 
if die DNA molecule has at least about an 80 % sequence identity, preferably at least about an 85 % sequence 
identity* more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity Id (a) or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 134 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino acid position 23 in die 
sequence of Figure 105 (SEQ ID NO: 171). 

in another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more • 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 24 to about 371 , inclusive of Figure 105 (SEQ ID NO: 171), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 1 34 polypeptide coding sequence that may 
find ureas hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 104 (SEQ ID NO: 170). 
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In another embodiment, the inventka provides isolated PROl 134 polypeptide encoded by any of the . 
isolated nucleic arid sequences hereinabove identified. 

In a specific aspect, the invention prov^ 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 24 to about 371 of 
Figure 105 (SEQ ID NO: 171). 
5 In another aspect, the inventionconcerro 

sequence having at least about 80% sequencsideo^ 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or about 24 to about 371, inclusive of Figure 105 (SEQ ID NO: 171). 

In a further aspect, the invention concerns an isolated PROl 134 polypeptide, comprising an amino 

10 acid sequence scoring at least about 80% positives, pieferably at least ab 

at least about 90% positives, most preferably at least about 95% positives when compared wto 
sequence of residues 1 or about 24 to about 371, inclusive of Figure 105 (SEQ ID NO: 171). 

In ytt another aspect, the invention concerns an isolated PROl 134 polypeptide, comprising die 
sequence of amino acid residues 1 or about 24 to about 371, inclusive of Figure 105 ($EQ ID NO:171), or a 

15 fragment thereof sufficient to provide a binding site for an anti-PROl 134 antibody. Preferably, the PROl 134 
fragment retains a qualitative biological activity of a native PROl 134 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by CO hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 11 34 polypeptide having the 
sequence of amino acid residues from about 1 or about 24 to about 371, inclusive of Figure 105 (SEQ ID 

20 NO: 171), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80 % sequence identity , preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

25 In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 

as DNA52352 comprising the nucleotide sequence of SEQ ID NO: 172 (see Figure 106). 

In another embodiment, the invention provides an expressed sequence tag (EST> designated herein 
as DNA55725 comprising the nucleotide sequence of SEQ ID NO: 173 (see Figure 107). 

30 42. PROMO 

A cDNA done (DNA56866-1342) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PRO830*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO830 polypeptide. 
35 In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO830 polypeptide having 
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Ad sequence of amino add residues from about 1 ot about M to about 87, inclusro 
NO: 17% or (b) the complement of the DNA molecule of (a). 

fa another aspect* die invention concerns an isolated nucleic acid molecule encoding a PRO830 
polypeptide comprising DNA hybridizing to the complement of the nu c le i c a cid between about nucleotides 154 
or about 253 and about 414, inclusive, of Figure 108 (SEQ ED NO: 174). Preferably, hybridization occurs 
under strin gen t hybridfaBrtion and wash conditions! 

In a further aspect, the invention concenia an isolated imcleie add m 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, mote preferably at least 
about 90S sequence identity, most preferaMy at least about 95* sequence 

encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No, 203023 
(DNA56866-1342) or (b) the complement of die mriric add molecule of (a), fa a preferred embodiment, the 
nwdefc add comprises a DNA encoding die same mature polypeptide en coded by the human protein cDNA 
* in ATCC Deposit No. 203Q23 (DNA56866V1342). 

fa stfll a farther as p ect, the invention concerns an is olat e d nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, prefer 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino add residues 1 or about 34 to about 87, facfasm 
NO:175). or (b) the complement of the DNA of (a). 

fa a farther aspect, the invention concerns an isolated nucleic acid mnleqile having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO830 polypeptide having die sequence of amino add residues from 1 or about 34 to 
about 87, inclusive of Figure 109 (SEQ ID NO: 175), or (b) the complement of the DNA molecule of (a), and, 
if die DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

fa a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO830 polypeptide, with or without die N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino add position 1 to about amino acid position 33 in the 
sequence of Figure 109 (SEQ ID NO: 175). 

fa another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 34 to about 87, inclusive of Figure 109 (SEQ ID NO: H5), or (b) 
die complement of die DNA of (a). 

Another embodiment is directed to fagments of aPRO830 polypeptide c 
use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nudeotides in length, more preferably from about 20 to about 50 
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midcotidct in length aixlnx^ 

from the nucleotide sequence shown in Figure 108 (SEQ ID NO: 174). 

In another embodiment, the invention provides isolated PRO830 polypeptide encoded by any of the 
isolated nucleic acid sequences hescfambo^a identified^ 

la a specific aspect, the invention provides isolated native seqira 
certain cmbodtmwtf^ind^ 
109(SBQIDNO:175). 

In another aspect, the invention concerns an isolated PRO830 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at kast abo* 
sequence of amino acid residues 1 or about 34 to about 87, inclusive of Figure 109 (SEQ ID NO: 175). 

Inaforther aspect, the invention concerns an isolated PRQ830 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% pos^ 
about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues 1 or about U to about 87. inclusive of Figure 109 (SEQ ID NO: 175). 

In yet another aspect, die invention concerns an isolated PRO830 polypeptide, comprising the 
sequence of amino acid residues 1 or about 34 to about 87, inclusive of Figure 109 (SEQ ID NO: 175), or a 
fragment thereof sufficient to provide a binding site to an anti-PRO830 antibody. Preferably, the PRO830 
fragment retains a qualitative biological activity of a native PRO830 polypeptide* 

In a still further aspect, the invention provides a polypeptide produced by (0 hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO830 polypeptide having the 
sequence of amino acid residues from about 1 or about 34 to about 87, inclusive of Figure 109 (SEQ ID 
NO: 175), or (b) die complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at feast about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a 
host cell comprising the test DNA molecule under conditions suitable far expression of the polypeptide, and 
(Hi) recovering the polypeptide from the cell culture. 

43* PRQ1115 

A cDNA clone (DNA56868-1478) has been identified that encodes a novel transmembrane 
polypeptide, designated in the present application as "PR01115\ 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 1 15 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01115 polypeptide 
having the sequence of amino add residues from about 21 to about 445, inclusive of Figure HI (SEQ ID 
NO: 177), or (b) die complement of die DNA molecule of (a). 
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b another aspect, the invention concerns an isolated nndric add molecule encoding a FR01115 
polypeptide comprising DNA hybridizing to the complement of die nucleic add between about residues 249 
and stoat 1523, inclusive, of Figure 1 10 (SEQ ID NO: 176). Preferably, bybridkafcmocaw^ 
faybrkfixatioo and wash conditions* 

In a farther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
5 at tea* about 80% sequence identity, preferably at least aboirt 85% seque*» 

about 90* sequence identity , iw>st preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding ttesan* mature^ cDNA in ATCC Deposit No. 203024 

(DNA56868-1478), or (b) the complement of die DNA molecule of (a). In a preferred embodimeiit, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
10 in ATCC Deposit No. 203024 (DNA56868-1478). 

Inastffl farther aspect, the invent 
encoding a polypeptide having at least about m sequence klen% 
identity, mm preferably at least abo* 90% sequence identity, most pr^^ 
identity to the sequence of amino add resk^ 
IS NO: 177), or the complement of die DNA of (a). 

In a farther aspect, the invention c^ 
rodcotides and preferably at least about 100 nucleotide and produced 

under stringent conditions with (a) a DNA molecule encoding a PRO 1 1 15 polypeptide having die sequence of 
amino add residues from about 21 to about 445, inclusive of Figure 111 (SEQ ID NO: 177), or (b) the 

20 complement of the DNA molecule of (a), and; if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01115 polypeptide, with or without the N-terminal signal sequence and/or the initiating 

25 methionine, and one or more of to 

encoding nndeic add molecule. The signal peptide has been tentadvdy identified as extending from amino 
add position 1 through about amino acid position 20 in the sequence of Figure 111 (SEQ ID NO: 177). 
Transmembrane domains have been tentatively identified as extending from about amino acid positions 35-54, 
75-97, 126-146. 185-204. 333-350. and 352-371 m the PR01115 amino acid sequence (Figure 111, SEQ ID 

30 NO: 177). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 21 to about 445, inclusive of Figure 111 (SEQ ID NO:177), or (b) the 
35 complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1115 polypeptide coding sequence that may 
find use as hybridization probes. Such nudeic acid fragments are from about 20 to about 80 nucleotides in 
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length, preferably from about 20 to about 60 nucleotides ia length, more preferably from about 20 to about 
50 Mttkotidcs in length, *<* ™** preferably from about 20 to about 40 nudeotktes in length. 

fa another embodiment, Ao tavemkm provides isolated PROU15 polypeptide encoded by any of the 
isolated nucleic add sequences hereinabove defined* 

m a spedfic aspect, the invention which in 

5 one cnAodiinent, includes an amino add sequence comprising residues 21 to 445 of Figure 111 (SEQID 

NO:177). 

toaa>mcr aspect, the invent 
setpne having at least about 80* sequence Identity, prefix 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 

10 sequence of amino acid residues 21 to about 445, inclusive of Figure 111 (SEQ ID NO: 177). 

m a further aspect, the invention concerns an isolated PR01U5 polypeptide, comprising an amino 
4 arid aeqoeace scoring at least about 80% 
atfca**ont90% positives, most preferably at katfal^ 
sequence of residues 21 to 445 of Figure 111 (SEQ ID NO:177). 

15 in yet another aspect, the invention concerns an isolated PR01115 polypeptide, comprising die 

sequence of amino add residues 21 to about 445, inclusive of Figure 111 (SEQ ID NO: 177), or a fragment 
thereof sufficient to provide a binding site for an anti-PROU 15 antibody. Preferably, the PROl 115 fragment 
retains a qualitative biological activity of a native FR01U5 polypeptide. 

In a still farther aspect, the invention provides a polypeptide produced by 0) hybridizing a test DNA 

20 molecule under stringent conditions with (a) a DNA molecule encoding a PR01115 polypeptide having the 
sequence of amino acid residues from about 21 to about 445, inclusive of Figure 111 (SEQ ID NO: 177), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell 

25 comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

44. PRQ1277 

A cDNA done (DNA56869-1545) has been identified that encodes a novel polypeptide having 
30 homology to Coch-5B2 and designated in the present application as "PR01277." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01277 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
35 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01277 polypeptide 
having the sequence of amino add residues from about 27 to about 678, inclusive of Figure 113 (SEQ ID 
NO: 179), or (b) the complement of die DNA molecule of (a). 
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In another aspect, the invention concern an isolated nucleic add molecule encoding a PR01277 
polypeptide comprising DN A hybridizing to the complement of die nucleic acid between about residues 266 
and about 2221 , inclusive, of Figure 1 12 (SEQ ID NO: 178). Preferably, hybridization occurs under stringent 
hybridization and wash conditions* 

In a father aspect the invention concerns an isolated nudeic add molecule comprising DNA having 
5 at least about 80% sequence identity, preferably at least about 85% sequence identity v more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide eroded by the human protein cDNA in ATCC Deposit No. 203161 
(DNA56869-1545), or (b) the complement of the DNA molecule of (a), to a preferred embodiment, the 
nudefc add comprises a DNA encoding the same mature polypeptide encoded by die human protein cDNA 
10 in ATCC Deposit No. 209161 (DNA568694S45). 

ha stffl father aspect* the invent^ 
* encocfing a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, mm preferably at least about 90% sequence identity, most ^ 
identity to the sequence of ammo add residues torn aboU 27 to abou 678, io 
15 NO: 179), or die complement of the DNA of (a). 

In a fattier aspect, the invention concerns an isolated miclek acid moteatie having at least about 50 
nucleotides, and preferably at least about 100 nudeotides and produced by hybridizing a test DNA molecule 
stringent conditions with (a) a DNA molecule encoding a PR01277 polypeptide having the sequence of 
amino add residues from about 27 to about 678, inclusive of Figure 113 (SEQ ID NO: 179), or (b) die 
20 complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nudeic acid molecule comprising DNA 
encoding a PR01277 polypeptide, with or without the N-tenninal signal sequence and/or the initiating 
25 methionine, and its soluble, i.e. transmembrane domain ddeted or inactivated variants, or is complementary 
to such encoding nudeic add molecule. The signal peptide has been tentatively identified as extending from 
amino add position 1 through about amino add position 26 in the sequence of Figure 1 1 3 (SEQ ID NO: 1 79). 
The transmembrane domain has been tentatively identified as extending from about amino add position 181 
to about amino add position 200 in the PRO 1277 amino acid sequence (Figure 113, SEQ ID NO: 1 7?). 
30 In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 27 to about 678, inclusive of Figure 113 (SEQ ID NO:179), or (b) the 
complement of the DNA of (a). 
35 Another embodiment is directed to fragments of a PR01277 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 mideotides in length, more preferably from about 20 to about 
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50 mcfcotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

h another embodiment,^ 
isolated nucleic acid sequences hereinabove defined. 

fa a specific aspect, the invention prov^ 
.one embodiment, includes an amino acid sequence comprising residues 27 to 678 of Figure 113 (SEQ ID 
5 NO.179). 

In another aspect, the invention concerns an isolated PRO 1277 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, prefe^ 
preferably at kast about 90% aequenco identity, most p 

sequence of amino add residues 27 to about 678, indusrve of Figure 113 (SEQ© NO:179)^ 
10 In a further aspect, the invention concern an isolated TO^ 

arid Brqnrnre scoring at least abou^ 
* at least about 90% positives, iwwtprefia^ 
aajueace of residues 27 to (TO 

In yet another aspect, the invention concerns an isolated PR01277 polypeptide, comprising die 
IS sequence of amino acid residues 27 to about £78, inclusive of Figure 113 (SEQ ID NO. 179), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01277 antibody. Preferably, the PR01277 fragment 
retains a qualitative biological activity of a native PRO 1277 polypeptide. 

In a still farther aspect, the invention provides a polypeptkie produced by 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01277 polypeptide having the 
20 sequence of amino acid residues from about 27 to about 678, inclusive of Figure 113 (SEQ ID NO: 179), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity , most preferably at least about a 95 % sequence identity to (a) or <b) , (ii) culturing a host cell 
comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
25 recovering the polypeptide from die cell culture. 

En yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1277 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01277 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
t native PR01277 polypeptide, by contacting the native PR01277 polypeptide with a candidate molecule and 
30 mcmitDringabfologk^ 

hi a still farther embodiment, die invention concerns a composition comprising a PR01277 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

35 45. PROI135 

Applicants have identified a cDN A done that encodes a novel polypeptide having homolo gy to alpha 
l,2Hnannosidase, wherein the polypeptide is designated in die present application as "PROl 135*. 
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Id one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encotflng a PROl 135 polypeptide. In one aspect, the isolated nucleic add comprises DNA encoding the 
PR01135 polypeptide having amino add residues 1 to 541 of Figure 115 (SEQ ID NO:181), or is 
f ^ mp tan ff tt w y tft givr h fK ^ fn g rmkfe imp**** , and re m a ins st aM y bound to it under at leas t mode r ate, 
and optk»ally, under high stringency conditions. In other aspects, the isolated nucleic add comprises DNA 
5 cacodfog the PROl 133 polypeptide having amino add residues about 22 to 541 of Figure 115 (SEQ ID 
Nai81),orisc»mplemeutary 

at least moderate, and optionally, under high stringency conditions. The isolated nucleic add sequence may 

comprise die cDNA insert of the DN A5687&- 1 492 vector deposited on June 2, 1998 as ATCC 209925 which 

includes die nucleotide se qu e n c e e nc o din g PROl 135. 
10 In amrther embodiment, die invert provides isolated PROl 135 polypeptide. In particular, die 

invasion provides isolated native sequent* IttOU^ 
* amino add sequence comprising residues 1 to 541 erf Figure 115 (SEQ ID NO:181). A d ditional embodiments 

of die present invention are directed to PROl 135 polypeptides comprising amino adds about 22 to 541 of 

Figure 115 (SEQ ID NO: 181). Optional^, the PR01135 polypeptide is obtained© 
IS the polypeptide encoded by the cDNA insert of the DNA56870-1492 vector deposited on June 2, 1998 as 

ATOC 209925. 

46. mam 

A cDNA done (DNA57033-1403) has been identified that encodes a novel interferon receptor 
20 polypeptide, designated in the present application as "PR01114 interferon receptor*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 114 interferon receptor polypeptide. 

In one aspect, die isolated nucleic acid comprises D N A having at least about 80 % sequence identity , 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
25 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 114 interferon 
receptor polypeptide having the sequence of amino add residues from about 1 or about 30 to about 311, 
inclusive of Figure 1 17 (SEQ ID NO: 183), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 114 
interferon receptor polypeptide comprising DNA hybridizing to the complement of the nudeic acid between 
30 about nucleotides 250 or about 337 and about 1182, indusrve, of Figure 1 16 (SEQ ID NO:182). Preferably, 
hybridization occurs under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
35 encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209905 
(DNA57033-14O3) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
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in ATCC Deposit No. 209905 (DNA57Q3M403X 

In still a ftaidw aspect the invectto 
eocoifag a polypeptide having at least about M% sequent identity, 

identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
klerity to the sequence of amino acid residues I or about 30 to about 311, inclusive of Figure 117(SEQID 
NO: 183), or (b) the complement of the DNA of (a). 

in a farther aspect, the invention concerns an isolated nucleic add molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent co ndition s with (a) a DNA 
mokcuteencoding a PROl 114 interfere 

1 of about 30 to about 311, inclusive of Figure 117 (SEQ ID NO: 183), or (b) the complement of the DNA 
molecule of (a), and, if die DNA molecule has at least about an 80 % sequence identity, piefereably at least 
about an 85S sequence identity, more preferably at least abom a 90% sequent 
* least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

b a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
entering a PROl 114 interferon receptee polypeptide, with or with^ 

the initiating methionine, and its soluble, Le», transmembrane domain deleted or inactivated variants, or is 
complementary to such eroding nucleic acid molecule. The signal peptide has been tentatively identified as 
*xfryirffrg from about amino acid position 1 to about amino acid position 29 in the sequence of Figure 117 
(SEQ ID NO: 183). The transmembrane domain has been tentatively identified as extending feom about an^ 
add position 230 to about ammo acid position 255 in the PROl 1 14 interferon receptor amino acid sequence 
(Figure 117, SEQ ID NO:183). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino add sequence of residues 1 or abou^ 
die complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 1 14 interferon receptor polypeptide coding 
sequence that may find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 
80 nucleotides in length , preferably from about 20 to about 60 nucleotides in length, more preferably from 
abom 20 to aboitt 50 nucleotides into 

and may be derived from the nucleotide sequence shown in Figure 116 (SEQ ID NO: 182). 

In another embodiment, the invention provides isolated PROl 114 interferon receptor polypeptide 
encoded by any of die isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 1 14 interferon receptor 
polypeptide, which in certain embodiments, includes an amino acid sequence comprising residues 1 or about 
30 to about 311 of Figure 117 (SEQ ID NO:183). 

In another aspect, the invention concerns an isolated PROl 114 interferon receptor polypeptide, 
comprising an amino acid sequence having at least about 80 % sequence identity, preferably at least about 85 % 
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sequence identity, more preferably at least about 90% se^ 

sequeace identity to the sequence 

(SEQEDNO:183). 

* [n a further aspect, the invention concerns an isolated PR01114 interferon receptor polypeptide, 
comprising an amino acid sequence scoring at least about 80% positives, preferably at least about 85% 
5 positives, more preferably at least about 90% positives, most preferably at least about 95% positives when 
compared with the amino add sequence of residues 1 or abenit 30 to about 311, inclu^ of Figure 
IDNCkUB). 

fa yet another aspect, the invention 
comprising the sequence of amino ac^ residues I or about 30 to abort 3H^ 
10 NO: 183). on a fragment thereof sufficient to provide a binding site for an anti-PROl 1 14 interferon receptor 
antibody. Preferably, the PROll 14 inti*^^ 
* native PROl 114 interferon receptor polypeptide, 
fa a srmftaher aspect, the invent 
molecule under stringent conditions with (ft a DMA molecule encoding a PROl 114 interferon receptor 
IS polypeptide having the sequence of amino acid residues from about 1 or about 30 to about 311, Inclusive of 
Figure 117 (SEQ ID NO: 183), or (b) the complement of the DMA molecule of (a), and if die test DNA 
molecule has at least about an 80% scqperc identity, preferably at least abort 

preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to 
(a) or (b), 00 catering a host cell comprising die test DNA molecule under conditions suitable for expression 
20 of the polypeptide, and (iii) recovering the polypeptide from the cell culture. 

hi yet another embodiment, the invention concerns agonists and antagonists of a native PROl 114 
interferon receptor polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 1 14 
interferon receptor antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
25 a native PROl 114 interferon receptor polypeptide by contacting die native PROl 114 interferon receptor 
polypeptide wife a candidate molecule and monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1114 interferon 
receptor polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a 
phannaceuticaHy acceptable carrier. 
30 In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 

as DNA48466 comprising the nucleotide sequence of SEQ ID NO: 184 (see Figure 118). 

47. FRQ828 

Applicants have identified a cDNA clone that encodes a novel polypeptide having homology to 
35 glutathione peroxidases wherein the polypeptide is designated in die present application as "PR0828* . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0828 polypeptide. In one aspect, die isolated nucleic acid comprises DNA encoding the 
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PR0C2S polypeptide having amino add residues 1 to 187 of Figure 120 (SEQ ID NO: 189), or is 
cemflemcrfiaiy to such encoding m^ 

ai>d<ftioiially,uiKierM^ In other aspects, the isolated nudeic add comprises DNA 

encodmg die PR0828 polypeptide having amino add residues about 22 to 187 of Figure 120 (SEQ ID 
NO: 189), or is complementary to such encoding nucleic add sequence, and remains stably bound to it under 
at least moderate, and optionally, imderhi^ stringency craditk)!^ The isolated nucleic acid sequence may 
comprise the cDNA insert of the DNA57037-1444 vector deposited on May 27, 1998 as ATCC 209903 which 
includes the nucleotide sequence encoding PR0828. 

In another embodiment, the invention provides isolated PR0828 polypeptide. In particular, the 
inve^providesisriatcdn 

add sequence comprising residues 1 to 187 of Figure 120 (SEQ ID NO: 189). Additional embodiments of the 
present invention are directed to KU)828 polypeptides 

(SEQ ID NO:189). Optionally, me PR0828 polypeptide is obtained or is obtainable by expressing me 
polypeptide enraded by tted>NAm^ 1998 as ATCC 

209909. 

48. BfflflM 

A cDNA clone (DNA571 29-1413) has been identified, having sequence identity with a long chain 
*rjLT«A «ynttw*»«* Wudngn* » lmi g rhaiii aftylTxi A synthetase and a long chain acvl-CoA synthetase liease 
that encodes a novel polypeptide, designated in the present application as "PRO 1009.* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1009 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1009 polypeptide 
having me sequence of amino add residues from about 1 or 23 to about 615, inclusive of Figure 122 (SEQ ID 
NO: 194), or (b) the complement of the DNA molecule of (a). The term "or* as used herein to refer to amino 
or nucleic adds is meant to refer to two separate alternative embodiments provided herein, i.e., 1-615 or 23- 
615. 

In another aspect, die invention concerns an isolated nuclide add molecule encoding a PRO1009 
polypeptide comprising or 
107 and about 1885, inclusive, of Figure 121 (SEQ ID NO: 193). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209977 
(DNA571294413), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
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nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209977 (DNA571294413). 

fat still further aspect, the invention concern an isolated in^ 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about90% sequence identity, most preferably at least about 95 % sequence 
S identity to the sequence of amiro 122 (SEQ 

ID NO: 194). or the compleme* of the DNA of (a). 

In a further aspect, the invention concerns an isolated nu cte k add m olecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 009 polypeptide 
having the sequence of amino add residues firemi about lor 23 to about 615 f inclusive of Figure 
10 Nftl94),or(b)thecofnpleii^ 

80 % sequence identity, preferably at least abort an 85% sequence identity, more 
* 90% sequence identity, most preferably at least about a 95% sequero identity to (a) ^ 
DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
IS encoding a PRO1009 polypeptide, with or without die N-terminal signal sequence and/or the initiating 
methionine, and its soluble, i.c, transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
amino add position 1 to about amino ac^ 122 (SEQ ID NO: 194). The 

transmembrane domains haro 140-161, 
20 213-229 and 312-334 in the PRO1009 amino acid sequence (Figure 122, SEQ ID NO:194). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or 23 to about 615, inclusive of Figure 122 (SEQ ID NO: 194), or (b) the 
25 complement of the DNA of (a). 

In another embodiment, the invention provides isolated PRO1009 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1009 polypeptide, which in 
one embodiment, includes an amino add sequence comprising residues 1 or 23 to 615 of Figure 122 (SEQ 
30 ID NO: 194). 

In another aspect, the invention concerns an isolated PRO1009 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 23 to about 615, inclusive of Figure 122 (SEQ ID NO:194). 
35 bt further aspect, die invention concerns an isolated PRO 1009 polypeptide, comprising an amino 

acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino ackl 
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sequence of residues 1 or 23 to 615 of Figure 122 (SEQ ID NO:194). 

In yet another aspect, the invention concerns an isolated PRO1009 -polypeptide, comprising the 
sequence of amino acid residues 1 or 23 to about 615, inclusive of Figure 122 (SEQ ID NO: 194), or a 
fragment thereof sufficient to provide a binding site for an antoVPRO 1009 antibody. Preferably, the PRO1009 
fragment retains a qualitative biological activity of a native PRO1009 polypeptide. 
5 In a still further aspect, the invention provides a polypeptide produced by 0) hybridizing a test DN A 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO1009 polypeptide having die 
sequence of amino add residues from about 1 or 23 through about 615, inclusive of Figure 122 (SEQ ID 
NO: 194). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least abott an 85% sequence identity, mm 
10 a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b),© 

M host cdl comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
(ni) recovering the polypeptide from the cell culture. 

fo yet another wnhoriSmeiTf, the invent^ 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti~PRO1009 antibody. 
IS In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 

a native PRO1009 polypeptide, by contacting the native PRO 1009 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

in a still further embodiment,' die invention concerns a composition comprising a PRO1009 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
20 acceptable carrier. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA50853 comprising the nucleotide sequence of Figure 123 (SEQ ID NQ: 195). 

49. PRO10Q7 

25 Applicants have identified a cDN A done that encodes a novel polypeptide having sequence identity 

with MAGPIAP, wherein the polypeptide is designated in die present application as "PRO1007". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1007 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
PRO1007 polypeptide having amino acid residues 1 through 346 of Figure 125 (SEQ ID NO: 197), or is 

30 complementary to such encoding nuclek acid sequeo*, and remain 

and optionally, under high stringency conditions. The isolated nucleic acid sequence may comprise the cDNA 
insert of the vector deposited on June 9, 1998 with the ATCC as DNA576904374 which includes the 
nucleotide sequence encoding PRO1007. 

In another embodiment, die invention provides isolated PRO 1007 polypeptide. In particular, die 

35 invention provides isolated native sequence PRO1007 polypeptide* which in one embodiment, includes an 
amino add sequence comprising residues 1 through 346 of Figure 125 (SEQ ID NO: 197). An additional 
embodiment of the present invention is directed to an isolated extracellular domain of a PRO1007 polypeptide. 
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Optionally, the PRO 1 007 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by 
. the cDNA insert of the vector deposited witb the ATCC on June 9, 1998 as DNA57690-1374. 

so- nonet 

A cDNA clone (DNA57693- 1424) has been identified, having homology to nucleic add encoding a 
5 chloride channel protein that encodes a novel polypeptide, designated in the present application as "PRO1056* . 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1056 polypeptide. 

In «» aspect, the isolated nudefc 
preferably it least about 85% sequence identity, more pretoaMy at least 
10 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1056 polypeptide 
having the sequence of amino add residues firom about 1 or about 19 to about 120, inclusive of Figure 127 
(SEQ ID NO: 199), or (b) the complement of die DNA molecule of (a). 

in mother aspect, the invention concerns an isolated nucleic add molecule encoding a FRO1056 
polypeptide camp^^ 

15 or about 110 and about 415, inclusive, of Figure 126 (SEQ ID NO: 198). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

Inafrrther aspect, the invent^ 
at least about 80 % sequence identity f preferably at least about 85 % sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

20 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203008 
(DNA57693-1424) or (b) die complement of the nucleic add molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by die human protein cDNA 
in ATCC Deposit No. 203008 (DNA57693-1424). 

In still a further aspect, the invention concernsjan isolated nucleic acid molecule comprising (a) DNA 

25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID 
NO: 199), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 

30 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1056 polypeptide having the sequence of amino acid residues from 1 or about 19 to 
about 120, inclusive of Figure 127 (SEQ ID NO: 199), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 

35 identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO 1056 polypeptide, with or without the N-tenninal signal sequence and/or die initiating 
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to such eroding nucleic add molecule. Ttosignripqrttohaibeea tentatively identified as extending from 
abort amino add positkml to 

The transmembrane domain baa been tentatively identified as eattei^ 

about amino acid position 58 in the PRO1056 amiiio acid sequence (^^ 
5 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DMA 

encodh« a po^tide scoring at ^ 

preferably at least about 90 % positives, mo* prefentfty 

amh» add sequence of ^ 

the complement of the DNA of (a). 
10 Another embodiment is directed to 

M find tee as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 

length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 

50 nucleotides in lengdi and most preferably from about 20 to about 40 nucleotides in length and may be 

derived from the nucleotide sequence shown in Figure 126 (SEQ ID NO: 198). 
IS fa another embodiment^ 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated n^ 

certain embodiments, includes an amino acid sequence comprising residues 1 or about 19 to about 120 of 

Figure 127 (SEQ ID NO:199). 
20 In another aspect, the invention concerns an isolated PRO 1056 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 

sequence of amino acid residues 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID NO:199). 

In a further aspect, the invention concerns an isolated PRO 1056 polypeptide, comprising an amino 
25 add sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 

at least about 90% positives, most preferably at least about 95% poshlves when compared with the amino acid 

sequence of residues 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID NO: 199). 

In yet another aspect, the invention concerns an isolated PRO1056 polypeptide, comprising the 

sequence of amino acid residues 1 or about 19 to about 120, inclusive of Figure 127 (SEQ ID NO: 199), or a 
30 fragment thereof suf&^to Preferably, the PRO1056 

fragment retains a qualitative biological activity of a native PRO1056 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO1056 polypeptide having die 

sequence of amino acid residues from about 1 or about 19 to about 120. inclusive of Figure 127 (SEQ ID 
35 NO: 199), or (b) die complement of die DNA molecule of (a), and if the test DNA molecule has at least about 

an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about 

a 90% sequence identity , most preferably at least about a 95% sequence identic to (a) or (b), (u^cultum 
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host cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
(Hi) iocovering the polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1056 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01Q56 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
5 a native PRO1056 polypeptide by contacting the native PRO1056 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO1056 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 

10 

M fflL PRQ826 

A cDNA done (DNA57694-1341) has been identified Oat encodes a novel secreted polypeptide, 
designated in the present application as •PR0826". 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 

IS encoding a PR0826 polypeptide. 

In one a^>ect, the isolated m«^ek add coniprises DNA having at least abom 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0826 polypeptide having 
die sequence of amino acid residues from about 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID 

20 NO:201), or (b) the complement of the DNA molecule of (a). " 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR0826 
polypeptide comprising DNA hybridizing to the complement of the nucleic add between about nucleotides 13 
or about 79 and about 309, inclusive, of Figure 128 (SEQ ID NO:200). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

25 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 2030 1 7 
(DNA57694-1341) or (b) the complement of the nucleic acid molecule of (a). Ma preferred embodiment, the 

30 nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203017 (DNA57694-1341). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 

35 identity to the sequence of amino acid residues 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID 
NO:201), or (b) die complement of the DNA of (a). 
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b a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
inotecule encoding a PR0826po^ 

about 99, inclusive ofFigurc 129 (SEQ ID NO201), or (b) the complement of die DNA molecule of (a), and, 
if the Dltt molecule has at least about an 80% sequence identity, pre 
5 identity, more preferably at least ao^ 

identity to (a) or (b), isolating the test DNA molecule. 

hi a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0826 polypeptide, with or without die N-tenninal signal sequence and/or die initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
10 tentatively identified as extending from about amino add position 1 to about amino acid position 22 in the 
sequence of Figure 129 (?EQ ID NO301). 

In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide 

preferably at least about 90% positives, inostpteferaMy at least abo* 
15 amino acid sequence of residues 1 or about 23 to about 99, indusive of Figure 129 (SEQ ID NO:201), or (b) 

die complement of die DNA of (a). 

Afttitw emhnA'nwvx* i« directed tn fragmcnti of* PRQ826 polypeptide coding sequence that may find 
use as hybridization probes. Suchnudeic acid fragments are from about 20 to about 80 mideoticto 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
20 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 128 (SEQ ID NO:200). 

In another embodiment, die invention provides isolated PR0826 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0826 polypeptide, which in 
25 certain eatoodiments, indudes an amino arid sequence comprising residues 1 or about 23 to about 99 of Figure 
129(SEQIDNO:201). 

In another aspect, the invention concerns an isolated PR0826 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most prefer^ 

30 sequence of amino add residues 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID NO:201). 

In afurther aspect, die mventionconcems an isolated PR0826 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID NO:201). 

35 In yet another aspect, die invention concerns an isolated PROS26 polypeptide, comprising the 

sequence of amino acid residues 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID NO:201), or a 
fragment thereof suffident to provide a binding site for an anti~PR0826 antibody. Preferably, the PR0826 
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fragment retains a qualitative biological activity of a native PR0826 polypeptide. 

b a stiO further aspect, the invention provides a polype 
moiecafe under stringent conditions with (a) a DNA molecule encoding a FR0826 polypeptide having the 
sequence of amino add residues from about 1 or about 23 to about 99, inclusive of Figure 129 (SEQ ID 
NCK201), or (b)tbe con*>lemeat of the DNA molecule of (a), and if tto test DNA molecule 1m at least about 
5 an 80% seqoeace identity, pi^^ 

a 90* sequence identity, most preferably at least abort a 95% sequence identity to 

host cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 

(iii) recovering the polypeptide from the cell culture. 

10 52. FRQ8I9 

A cDNA done (DNA57695-1340) has been identified that encodes a novel secreted polypeptide, 
designated in the present application at "PR0819\ 

In one embodiment, the invention provides an isolated nucleic add m ofecnVi comprising DNA 
encoring a PR0819 polypeptide. 

15 In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequerc 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA nx>lecule encoding a PRTO^ 
the sequence of amino acid residues from about 1 or about 25 to about 52, Inclusive of Figure 131 (SEQ ID 
NO:2G3), or (b) the complement of the DNA molecule of (a). 

20 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0819 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 46 
or about i 18 and about 201 , inclusive, of Figure 130 (SEQ ID NO:202). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

25 at least about 80% sequence identity, 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203006 
(DNA57695-1340) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 

30 in ATCC Deposit No. 203006 (DNA57695-1340). 

In still a further aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 25 to about 52, inclusive of Figure 131 (SEQ ID 

35 NO:2Q3), or (b) the complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
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inoicaile encoding a PR0819po^^ 

about 52, inclusive ofFigure 131 (SEQ ID NO:2Q3), or (b) the complement of the DNA molecule of (a), and, 
if the DMA inolecule has at leasts*^ 

idority,inoreprefei^ly at least ab^ sequence 
identity to (a) or (b), isolating the test DNA molecule. 
5 to a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 

encoding a PR0819 polypeptide, with or without the N-tenmnal signal sequence and/or die initiating 
methtontoe, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
te ntati v ely identified as extending from about amiro to about amino add position 24 in the 

sequence of Figuxe 131 (SEQ ID NO303). 
10 In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 

m encodtogapoiypepdto 
pieftialjfr at least dwi<^^ 

amtooack! sequence of residues 1 or about 25 to abort 52. inclusive of Figure 131 (SEQ ID NO:203), or (b) 
the complement of the DNA of (a). 
15 Another embodiment bdi^^ 

use as hybridization probes. Such nuddc acid fragments are from about 20 to about 80 nucleotides to length, 
preferably from about 20 to about 60 nucleotides to length, mm preferably from about 20 to about 50 
nucleotides to length and most prefix 

from the nudeotide sequence shown in Figure 130 (SEQ ID NO:202). 
20 to another embodiment, the invention provides isolated PR0819 polypeptide encoded by any of die 

isolated nudeic acid sequences hereinabove identified. 

to a specific aspect, the invention provides isolated native sequence PR0819 polypeptide, which in 

certain embodiments, includes an amino acid sequence comprising residues 1 or about 25 to about 52 of Figure 

131 (SEQ ID NO:203). 
25 to another aspect, the invention concerns an ^ 

sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

sequence of amino acid residues lor about 25 to about 52, indusive of Figure 131 (SEQ ID NO:203). 

toa further aspect, the toventta comprisiiig an amino acid 

30 sequence scortog at least about 

about 90% positives, most preferably at least about 95% positives when compared with die amino add 

sequence of residues 1 or about 25 to about 52, inclusive of Figure 131 (SEQ ID NO:203). 

In yet another aspect, the invention concerns an isolated PR0819 polypeptide, comprising the 

sequence of amino acid residues 1 or about 25 to about 52, inclusive of Figure 131 (SEQ ID NO:203), or a 
35 fragment thereof sufficient to provide a binding site for an anti-PR0819 antibody. Preferably, the PR0819 

fragment retains a qualitative biological activity of a native PR0819 polypeptide. 
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In a still fimher aspect, the iirv^^ 
mofcafe under stringent conditions with (a) a DNA molecule encoding a PR0819 polypeptide having the 
sequence of amino acid residues from about 1 or about 25 to about 52, Inclusive of Figure 131 (SEQ ID 
NO303), or (b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about 
an 80* sequence identity, preferably at least about an 85% sequence kiennty, more preferably at least about 
a 90% sequence identity, most prefix 

host cell comprising the test DNA molecule unto conditions suitable far expression of tbe polypeptide, and 
(in) recovering the polypeptide from the cdl culture. 

53. PRO1006 

A cDNA done (DNA5769JM412) hashes 
believed to boatyrosincpro^ 
as -PRO1006.* 

b one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
eroding a PRO1006 polypeptide. 

hi one aspect, the isolated nucleic add comprises DNA having at least about ^ 
prefaaMy at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1006 polypeptide 
having the sequence of amino acid residues from about 1 or 24 to about 392, inclusive of Figure 133 (SEQ ID 
NO:205) , or (b) the complement of the DNA molecule of (a) . The term "or* as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e., 1-392, or in another 
embodiment, 24-392. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1006 
polypeptide comprising DNA hybridizing to die complement of (he nudeic acid between about residues 28 or 
97 and about 1203, inclusive, of Figure 132 (SEQ ID NO:204). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

hi a further aspect, the invention concerns an isolated nudeic acid molecule comprising DNA having 
at lea* about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 203020 
(DNA57699-1412), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by die human protein cDNA 
in ATCC Deposit No. 203020 (DNA57699-1412). 

In a still further aspect, the invention concerns an isolated nudeic acid molecule comprising (a) DNA 
eacodmgarMlypeptkteh sequence identity, preferably at least about 85 % sequence 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to die sequence of amino add residues from about 1 or 24 to abom 392, inclusive of Figure 133 (SEQ 
ID NO:205), or the complement of the DNA of (a). 
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In a ftulher aspect, the inverting 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 006 polypeptide 
having die sequence of amino add residues from abotf lor 24 to 

NO305), or (b) the complement of die DNA molecule of (a), ami, if the DNA molecule has at least about an 
80% sequence identity, preferably at least about an 83 % sequence identity, more preferably at least about a 
5 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
10 amino acid sequence of residues 1 or 24 to about 392, inclusive of Figure 133 (SEQ ID NO205), or (b) the 
^ complement of the DNA of (a). 

In another ^hnrfimi^ t^h™*!^ 
' Isolated nucleic add jf^ppf ftp^^ hereinabove defined* 

In a specific aspect, the invention provides isolated mtivc segue 
15 one embodiment, includes an amino add sequence comprising residues 1 or 24 through 392 of Figure 133 
(SEQIDNO205). 

fa anoto aspect, the inventions 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
20 sequence of amino acid residues 1 or 24 to about 392, inclusive of Figure 133 (SEQ ID NO:205). 

In a further aspect, the invention concerns an isolated PRO 1006 polypeptide , comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives , most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or 24 through 392 of Figure 133 (SEQ ID NO:205). 
25 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO1006 polypeptide having die 
sequence of amino acid residues from about 1 or 24 to about 392, inclusive of Figure 133 (SEQ ID NO:205), 
or (b) die complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% x 
30 sequence Identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) cuhuring a host 
cell comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists of the a native PRO 1006 
polypeptide* In a particular embodiment, the agonist or antagonist is an anti~PRO1006 antibody. 
35 In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 

a native PRO 1006 polypeptide, by contacting die native PRO 1006 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 



126 



WOM/73454 PCT/DS00/08439 

In a still further embodiment Oft invention concern* t composition comprising t PRO1006 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier* 

54. FROllll 

Applicants have identified a cDNA done that encodes a novel polypeptide having multiple 
transmembrane domains and having some sequence identity with a Mycobacterium tuberculosis peptide, a 
peptide found in a Dayhoff database designated as •MTWOBHJT, wherein the novel polypeptide is 
designated in the present application as "PROU12*. 

in one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
emaxfing a PR01112 polypeptide. 

one aspect, the isolated nudefcactt 
preferably at feast about 85* sequence Uenfty, more 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a FROU12 polypeptide 
having the sequence of amino add residues from 1 or about 14 through about 262 of Figure 135 (SEQ ID 
NOJ07), or (b) the complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PROH12 
polypeptide comprising DNA hybridizing to 

20 or 59 through 809 of Figure 134 (SEQ ID NO:206). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic add mol ecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in the ATCC Deposit of 
DNA57702-1476 made cm June 9, 1998. In a preferred embodiment, the nucleic add comprises a DNA 
encoding the same mature polypeptide encoded by the human protein cDNA in die ATCC Deposit of 
DNA57702-1476 made cm June 9, 1998. 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at teast about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
ktertiy to the sequence of amino acid residues 1 or about 14 through about 262 of Figure 135 (SEQ ID 
NO:207). 

In a specific aspect, die invention provides an isolated nudeic acid molecule comprising DNA 
encoding a PROU12 polypeptide, with or without the N -terminal signal sequence and/or the initiating 
methionine, and its soluble, i.e., transmembrane domains deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentativdy identified as extending from 
amine acid position 1 through about amino acid position 13 of Figure 135 (SEQ ID NO:207). Hie 
transmembrane domains have been tentatively identified as extending from about amino acid positions 58-76, 
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99-lU, 141-159 and 2(0-222 of Figure 135 (SEQ ID N&207). 

In another aspect, the invention concerns an isolated raiddc add molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at tent about 90% positives, most i^ferabfy at least about 95% pod 
sequence of residues 1 or about 14 through 262 of Figure 135 (SEQ ID NO:207). 

Another embodiment is directed to fragments oft PRO 1112 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 60 to about 100 iwcleotides in 
length. 

b another embodiment, the invention provides isolated P 
Isolated nucleic add sequences hereinabove identified. 

In a specific aspect, the invent polypeptide, which in 

. one embodiment, inctudea 
* 135(SEQIDNCh207). 

In another aspect, the inventkucon^ 
sequence having at least about 80% sequence identity, preferably at tost about 85% sequence identity, more 
preferably at least about 90% sequence Mentity, most preferably at least 
sequence of amino add residues 1 or about 14 through about 262 of Figure 135 (SEQ ID NO:207). 

In a further aspect, the invention concerns an isolated PRO 11 12 polypeptide, comprising an amino 
add ttquence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 or about 14 through about 262 of Figure 135 (SEQ ID NO:207). 

hi yet another aspect, die invention concerns an isolated PROH12 polypeptide, comprising the 
sequence of amino acid residues 1 or about 14 through about 262 of Figure 135 (SEQ ID NO:207), or a 
fragment thereof sufficient to provide a binding site for an anti-PRO 1 1 12 antibody. Preferably, the PROl 1 12 
fragment retains a qualitative biological activity of a native PROl 1 1 2 polypeptide. 

In another aspect, the present invention U directed to fragments ofa PROl 112 polypeptide 
sufficiently long to provide an epitope against which an antibody may be generated. 

55. PRO1074 

Applicants have identified a cDN A done, DNA57704- 1 452, that encodes a no vd polypeptide having 
homology to galactosyhransferase, wherein the polypeptide is designated in the present application as 
"PRO1074\ 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1074 polypeptide. 

In one aspect, the isolated nudetcacki 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, and 
most preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1074 polypeptide 
having die sequence of amino add residues from 1 to about 331, indusive of Figure 137 (SEQ ID NO:209), 
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or (b) the complement of the DNA molecule of (a). 

b another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1074 
polypeptide comprising DNA that hybridizes to the complement of die nucleic acid sequence having about 
residues 322 to 1314, inclusive of Figure 136 (SEQ ID NCK2G8). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90* sequence identity, and most preferably at least about 95 %seqiieiice identity to 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209953 
(DNA57704-1452), which was deposited cm June 9, 1998, or (b) the complement of die DNA molecule of (a), 
faapiefcnedcmbodimei^thcn^ 

encoded by die human protein cDNA in ATCC Deposit No. 209953 (DNA57704-1452). 

In a still further aspect, the invention concerns an isolated nucleic add molecule comprising DNA 
encoding a polypeptide having at least ab^ 

identity, mote preferably at least about 90% sequence identity, and most preferably at least about 95% 
sequence identity to the sequence of amino acid residues 1 to about 331, inclusive of Figure 137 (SEQ ID 
NO209). 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO 1074 extracellular domain (ECD), with or without the initiating methionine, and its soluble 
variants (i.e. transmembrane domain(s) deleted or inactivated) or is complementary to such encoding nucleic 
acid molecule. A type n transmembrane domain region has been tentatively identified as extending from about 
amino acid position 20 to 39 in the PRO 1074 amino acid sequence (Figure 137, SEQ ID NO:209). 

In another aspect, die invention concerns an isolated nucleic acid molecul e comprising D N A encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, and most preferably 
at least about 95 % positives when compared with the amino acid sequence of residues 1 to about 33 1 , inclusive 
of Figure 137 (SEQ ID NCh209). 

Another embodiment is directed to fragments of a PRO1074 polypeptide coding sequence that may 
find use as hybridization probes. Such nudeic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

hi another embodiment, die invention provides isolated PROl 074 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, die invention provides isolated native sequence PRO1074 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 to 331 of Figure 137 (SEQ ID 
NO:209). 

In another aspect, the invention concerns an isolated PRO1074 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, and most preferably at least about 95 % sequence identity to 
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the sequence of amino acid residues 1 to 331, inclusive of Figure 137 (SEQ ID NO209). 

In a farther aspect, the invention concerns an isolated PRO1074 polypeptide, comprising an amino 
add sequence scoring at least about 80% po^ 
at least about 90% positives, and most preftrahty^ 
add sequence of residues 1 to about 331 of Figure 137 (SEQ ID NO209). 
5 In awther aspect, the invention a 

sequence having at least about 80% sequence identity, preferably at least about 85% seq^^ 
preferably at least about 90% sequence identity, and nwst preferably at least about 95 %sequero 
the sequence of amino acid residues X to 331 of Rgure2(SEQID NCh3) t whextinXisany onoof amino add 
residues 35 to 44 of Hgure 137 (SEQ IDNO20?). 
10 In yet another aspect, the invention concerns an isolated PRO1074 polypeptide, comprising die 

sequence of amino add residues 1 to abort 331, inclusive of Figure 137 (SEQ ID NO209), or a fragment 
thereofsuffident to provide a binding site for an anti-PRO1074 antibody. Preferably, the PRO1074 fragment 
retains a qualitative biological activity of a native PRO1074 polypeptide. 

In another aspect, the present invention is directed to fragments of aIRO1074p 
15 sufficiently long to provide an epitope against which an antibody may be gen e r ated. 

In yet another* embodiment, the invention concerns agonist and antagonists of the PRO1074 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO 1074 antibody. 

hi a farther embodiment, the invention concerns screening assays to identify agonists or antag onis ts 
of a native PRO1074 polypeptide. 
20 In still a further embodiment, the invention concerns a composition comprising a PRO1074 

polypeptide as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

56. PROMOS 

A cDNA done (DNA57708-141 1) has been identified that encodes a novd polypeptide, designated 
25 in die present application as "PRO1005." 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1005 polypeptide. 

In one aspect, the isolated nudeic acid comprises DNA having at least about 80 % sequence identity , 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
30 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO10G5 polypeptide 
having die sequence of amino acid residues from about 21 to about 185, inclusive of Figure 139 (SEQ ID 
NO:2U), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1005 
polypeptide comprising DNA hybridizing to the complement of the nudeic add between about residues 90 and 
35 about 584, inclusive, of Figure 138 (SEQ ID N0310). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
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In a farther aspect, die invention concerns an isolated ondefcacM molecule campfafagDNAhavfaig 
at ksst about 80% sequence identity, preferably at least about 85* sequence ick^, more pref^ 
abort 90* sequence identity, most preferably al least about 93% sequence identity to (a) a DNA molecule 
CPCOflMMt the S8MD mature polypeptide encoded by the hunmpn^cDNA mATCC Deposit No. 203021 
(DNA57708-1411), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, die 
nnclefcackl comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203021 (DNA57708-141 1). 

faastBI farther aspect, the invention concerns an Isolated nucleic idd n*>lccukcompTteing(a) DNA 
encodmg a polypeptide having sequence 
identity, more pielerabiy at least about 90* sequence Ueo^ 

ktentity to the sequence of aniin^ 139(SEQID 
NOSll), or the complement of the DNA of (a). 

Id a farther aspect, the inventkm concerns an isolated nucleic add molecule having at least 50 
mideetio^ and prefer^ 
snin^ent conditions whii (a) a DNA mo^ 

acid residues from about 21 to about 185, inclusive of Figure 139 (SEQ ID NO:21 1), or (b) the complement 
ofthe DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO 1005 polypeptide, with or without the N-tenninal signal sequence, or is complementary to such 
encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino 
add position 1 through about amino acid position 20 in the sequence of Figure 139 (SEQ ID NO:21 1). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, inost preferably at leart 

amino arid sequence of residues 21 to about 185, inclusive of Figure 139 (SEQ ID NO:211), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1005 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1005 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1005 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 21 to 185 of Figure 139 (SEQ ID 
N03U). 
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la another aspect, the inventta concerns mbol^ 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 21 to about 185, inclusive of Figure 139 (SEQ ID N0211). 

In a further aspect, the invention concerns an isolated PRO1005 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85* positives, more preferably 
at least about 90% positives, most preferably at least about 95% positives when com^^ 
sequence of residues 21 to 185 of Figure 139 (SEQIDNO&U). 

In yet another aspect, the invention concerns an isolated FRO1005 polypeptide, comprising the 
sequence of amino add residues 21 to about 185, inclusive of Figure 139 (SEQ ID N021 1), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO10G5 antibody. Preferably, the PRO1005 fragment 
retains a qualitative biological activity of a native PRO1005 polypqjtide. 

to a stffl father aspect, the in^ 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1005 polypeptide having the 
sequence of amino add residues from about 21 to about 185, inclusive of Figure 139 (SEQIDN0311), or 
(b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ti) culturing a host cell 
comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and fiii) 
recovering the polypeptide from the cell culture. 

57. PRO1073 

A cDNA clone (DNA57710-1451) has been identified that encodes a novel polypeptide, designated 
in the present application as "PRO1073. * 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1073 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1073 polypeptide 
having the sequence of amino acid residues from about 32 to about 299, inclusive of Figure 141 (SEQ ID 
NO£13), or (b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1073 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 438 
and about 1241 , inclusive, of Figure 140 (SEQ ID NO:212>. Preferably, hybridization occurs under stringent 
hy bridizat ion and wash cond itions * 

In a farther aspect, the invention concerns an isolated nuckic acid molecule comprising DNA having 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203048 
(DNA37710-1451), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, tbe 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No* 203048 (DNA57710-1451). 

to a still farther aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
5 encoding a polypeptide having at least abo<* 80% sequence identity, pre 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues from about 32 to about 299, inclusive of Figure 141 (SEQID 
N<fc213), or the complement of the DNA of (a). 

in * farther aspect, the invention concerns an isolated nucleic acM molecule haying at least about SO 
10 nocketklea, and preferably at least a^ 

^ under stringent conditions with (a) a DNA molecule encoding a PRO1073 polypeptide having the sequence of 
amino add residues from about 32 to about 299, inclusive of Figure 141 (SEQ ID N<fc213). or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
Identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
15 identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1073 polypeptide, with or without die N-tenninal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from amino acid position 1 through about amino acid position 31 in die 
20 sequence of Figure 141 (SEQ ID NO:213). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino add sequence of residues 32 to about 299, inclusive of Figure 141 (SEQ ID NO:213), or (b) the 
25 complement of theDNAof(a). 

Another embodiment is directed to fragments of a PRO1073 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
30 M another embodiment, the invention provides isolated PRO1073 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined . 

In a specific aspect, the invention provides isolated native sequence PRO1073 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 32 to 299 of Figure 141 (SEQ ID 
NO:213). 

35 In another aspect, the invention concerns an isolated PRO1073 polypeptide, comprising an amino acid 

sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to die 
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sequence of amino acid residues 32 to about 299, inclusive of Figure 141 (SEQ ID NOS13). 

In a farther aspect, the invention concerns an isolated PRO1073 polypeptide, comprising an amino 
arid sequence sewing at least about 80% positives, preferably at least about 85* positives* more preferably 
at least about 90% positives, most preferably at least about 93% positives when compared*^ 
seqoence of residue* 32 to 299 of Figure 141 (SEQ ID NO:213). 

In yet another aspect* the invention concerns an isolated PROl 073 polypeptide, comprising die 
sequence of amino add residues 32 to about 299, inclusive of Figure 141 (SEQ ID N0313), or a fragment 
thereof sufficient to provide a binding site fi» an anti-PRO1073 antibody. Preferably, the PRO 1073 fragment 
retains a qualitative biological activity of a native PRO1073 polypeptide. 

fin a still farther aspect, die invention provides a polypeptide produced by 
molecule under stringent conditions with (a) a DMA rrjol ecub encoding a PRO 1073 polypeptide having the 
sequence of amino add residues from about 32 to about 299. inclusive of Figure 141 (SEQ ID N0213), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequoxe identity, most prefe 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering die polypeptide from the cell culture. 

A cDNA clone (DNA5771 1-1501) has been identified that encodes a novel transmembrane 
polypeptide, designated in the present application as "PROH52". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 152 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 152 polypeptide 
having the sequence of amino acid residues from about 1 or about 29 to about 479, inclusive of Figure 144 
(SEQ ID NO:216), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 152 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 58 
or about 142 and about 1494, inclusive, of Figure 143 (SEQ ID NO:215). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203047 
(DNA5T71 1 -1501) or (b) the complement of die nucleic acid molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA 
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in ATOC Deposit Nck 203047 (DNA57711-1501X 

h still a further aspect, the invention concerns an Isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least abort 80% sequence identity, p 

identity, more preferably at least about 9051 sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 or about 29 to about 479, inclusive of Figure 144 (SEQ ID 
N0316), or (b) the complement of the DNA of (a). 

h a farther aspect, the invention concerns an isolated nucleic add molecule having at least 300 
nucleotides and produced fay hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a FROl 152 polypeptide having the sequence of a 

about 479, inclusive of Figure 144 (SEQ ID NCh216), or (b) the complement of the DNA molecule of (a), and, 

ifthe DNA molecule haa at least about an 

idenfty, more preferably at least atKW a 90% sequence identity, im 

identity to (a) or (b), isolating the test DNA molecule. 

hi a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO 1 152 polypeptide, with or without the N-tenninal signal sequence and/or the initiating 
metiikwine, and ita sohible, Le., transme mb rane 

to sut h e n coding nucleic add m o lecule. The signal peptide haa been tentativdy identified as extending 
about amino acid position 1 to about aininoacy position 28 in the sequence of Figure 144 (SEQ ID NO:216). 
The various transmembrane domains have been tentatively identified as extending from about amino acid 
position 1 33 to about amino acid position 155, from about amino acid position 1 68 to about amino acid position 
1 87, from about amino acid position 229 to about amino acid position 247, from about amino acid position 264 
to about amino acid position 285 , from about amino acid position 309 to about amino add position 330, from 
about amino acid position 371 to about amino add position 390 and from about amino acid position 441 to 
about amino acid position 464 in the FROl 152 amino acid sequence (Figure 144, SEQ ID NO:216). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 29 to about 479, inclusive of Figure 144 (SEQ ID NO:21 6), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO! 152 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nudeotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nudeotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 143 (SEQ ID NO:215). 

In another embodiment, the invention provides isolated PRO 1152 polypeptide encoded by any of the 

1SDIWPO IIMClBIC oCjfl SCQUCOCC3 QCICUISDOVG iflconiico* 

In a specific aspect, the invemtkn provides isolated native sequence PROl 152 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 29 to about 479 of 
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Figure 144 CSEQ ID N0216). 

fa another aspect, the mvcatkm concern 
sequence hiving at least about 80% sequence ideiuty, preferably at lea^ 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid vendues 1 or about 29 to about 479, inclusive of Figure 1 44 (SEQ ID NO:21 6). 

In a farther aspect, the invention concerns an isolated PROl 152 polypeptide, comprising an amino 
acid sequence scoring at least about 80* positives, preferably at least about 85% positives, more preferably 
at least abort 90% positives, ino 

sequence of residues 1 or about 29 to aboU479, inch^of Figure 144(SEQIDNO:216). 

In yet another aspect, die invention concerns an isolated PROl 152 polypeptide, comprising die 
sequence of amino add residues 1 or about 29 to about 479. inclusive of Figure 144 (SEQ ID NCH216), or a 
^ fragnvit thereof su£&^ ton Preferably, die PROl 152 

fragment mains a qualitative biological activity of a native PRO 1 1 52 polypeptide. 

fa a stffl farther aspect, the im 
molecule under stringent conditions widi (a) a DNA molecule encoding a PROl 1 52 polypeptide having die 
sequence of amino acid residues from about 1 or about 29 to about 479, inclusive of Figure 144 (SEQ ID 
NO£l 6), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a 
host cell comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and 
(iii) recovering die polypeptide from the cell culture. 

fa another embodiment, die invention provides a nucleic aid molecule designated herein as DNA55 807 
comprising the nucleotide sequence of SEQ ID NO:217 (see Figure 145). 

59. PRQ1136 

AcDNA clone (DNA57827- 1493) has been identified, having homology to nucleic acid encoding PDZ 
domain-containing proteins that encodes a novel polypeptide, designated in the present application as 
-PROl 136V 

fa one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 136 polypeptide* 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 136 polypeptide 
having the sequence of amino acid residues from about 1 or about 16 to about 632, inclusive of Figure 147 
(SEQ ID NOT219), or (b) the complement of die DNA molecule of (a). 

fa another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 136 
polypeptide comprising DNA hybridizing to the complement of die nucleic add between about nucleotides 216 
or about 261 and about 21 1 1, inclusive, of Figure 146 (SEQ ID NO:218). Preferably, hybridization occurs 
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under stringent hybridization and wash co ndition s* 

In i further aspect* the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, prefer^ at least atatt 8 

about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encxxBng die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203045 
5 (DNA57827- 1 493) or (b) the complement of the nucleic acid molecule of (a) . In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203045 (DNA5782M493). 

In still a farther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
e*»cfii*apolypeptk^ 

10 identity, more preferably at least aboi* 90% sequence identity, m 
identity to the scqueo* of amino actt residues 1 ^ 
* NOS19), or (b) the complement of the DNA of (a). 

fa a farther aspect, the invention concerns an isolated nucleic add molecule having at least 10 
nodcotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 

IS molecule encoding a PROl 136 polypeptide having the sequent* of amino add 

about 632, inclusive of Figure 147 (SEQ ID NO&19), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, preferably at least about an 85 % sequence 
identity, more preferably at least 
identity to (a) or (b), isolating the test DNA molecule. 

20 In a spedfic aspect, the invention provides an isolated nucleic add molecule comprising DNA 

encoding a PROl 136 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino add position 1 to about amino acid position 15 in the 
sequence of Figure 147 (SEQ ID NO:219). 

25 In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with die 
amino acid sequence of residues 1 or about 16 to about 632, inclusive of Figure 147 (SEQ ID NO:219), or (b) 
the complement of die DNA of (a). 

30 Another embodiment is directed to fragments of a PROl 136 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nudeotides in length and may be 
derived from the nucleotide sequence shown in Figure 146 (SEQ ID NO:218). 

35 In another embodiment, the invention provides isolated PRO 1 1 36 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 
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b a spedfk aspect, the fawentkm 
certain embodiments, includes an amino add sequence comprising residues 1 or about 16 to about £32 of 
Figure 147 (SEQ ID NCh219). 

In another aspect, tbeinveotkmconccnw an isolated PR 
sequence having at least about 80% sequent identity, preferabty at fe^ 

preferably at least about 90* sequence identity , most preferably at least about 95 % sequence identity to the 
sequence of amino add residues 1 or about 16 to about 632, inclusive of Figure 147 (SEQ ID NO.219). 

hi a further aspect, the invention concern an isolated PRO 1 136 po^ ccmqrrising aa amino 
add sequence scoring at least about 80% positives, preferably* 
at least about 90% positives, ik^ 

sequence of residues 1 or about 16 to about 632, inclusive of Figure 147 (SEQ ID NO&19). 

In yet another aspect, the invention concerns an isolated PR01136 polypeptide, comprising the 
sequence of amino add residues 1 or ab^ 

fragrant thereof sufficient to pn^^ Preferably, the PROl 136 

fragment retains a qualitative biological activity of a native PROl 136 polypeptide. 

In a stffl farther aspect, the invents 
molecule under stringent conditions with (a) a DNA mokculc encoding a PROl 136 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 632, inclusive of Figure 147 (SEQ ID 
N0219), or (b) the complement of the DNA molecule of (a) f and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a 
host cell comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and 
(in) recovering the polypeptide from the cell culture. 

In yet another embodiments the invention concerns agonists and antagonists of a native PRO 11 36 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 136 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 
a native PROl 136 polypeptide by contacting the native PROl 136 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1136 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically 
acce pt a ble carrier* 

60. PRQ813 

Applicants have identified a cDNA done (DNA57834-1339) having homology to pulmonary 
surfactant-associated protein C that encodes a novel polypeptide, designated in die present application as 
•PR0813". 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0813 polypeptide. 
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la one aspect, the isolated nocleicacM 
preferably it least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR08 13 polypeptide having 
the sequence of amino acid residues frcun abort 1 or abort 27 to abort 176, ii^ 
NCh221), or (b) the complement of the DNA molecule of (a)* 
5 In another aspect, the invention concerns an isolated nucleic add molecule encoding a PROS13 

polypeptide comprising 

or about 187 and about 636, inclusive, of Figure 148 (SEQ ID NO220). Preferably, hybridization occurs 
under s tringe nt hybri d iz at io n and wash conditions. 

ha further aspect, the inventkm coalman isolated ih^ 
10 at least about 80% sequence identity, preferably at least abort m sequence! 

t abort 90% sequence identity, most preferably at least abort 95% sequence identity to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by ti» human protein cDNA 
(DNA57834-1339). In a preferred ftmhodfiivrt, the 

polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209954 (DNA57834-1339). 
15 hi still a further aspect, die invention concents an isolated nucleic add molecule comprising DNA 

encoding a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues 1 or about 27 to about 176, inclusive of Figure 149 (SEQ ID 
NO:221). 

20 In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PR0813 polypeptide, with or without die N-tenninal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino add position 1 to about amino acid position 26 in the 
sequence of Figure 149 (SEQ ID NO:221). 

25 hi another aspect, the invention concerns an isolated nudeic add molecule comprising DNA encoding 

a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or about 27 to about 176, inclusive of Figure 149 (SEQ ID NO:221). 

Another embodiment is directed to fragments of a PR08 13 polypeptide coding sequence that may find 

30 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR0813 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identi fied. 

35 In a specific aspect, the invention provides isolated native sequence PR0813 polypeptide, which in 

one embodiment, includes an amino acid sequence comprising residues 1 or about 27 to about 176 of Figure 
149(SEQ1DN0:221). 
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in another aspect, die invemton concern 
sequence having at least about 80% sequere 

preferably at least about 90% sequence identity, moat preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or about 27 to about 176, inclusive of Figure 149 (SEQ ID NCH221). 

ha further aspect, the iirvenrion concerns an isolated PR0813 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least abort 

about 90% positives, most preferably at least about 93% positives when compared with the amino add 
sequence of residues 1 or about 27 to about 176, inclusive of Figure 149 (SEQ ID NO?221). 

b yet another aspect, the invention concerns an isolated PR0813 polypeptide, comprising die 
sequence of amino add residues lor about 27 to rfwut 176, inclusive of Rgure 149 (SEQ ID N0221), or a 
fragment thereof sufficient to provide a binding site for an anti-PR0813 antibody. Preferably, the PR0813 
fragment retains a qualitative biological activity of a native PR0813 polypeptide. 

In another aspect, the present rnveixionb directed to tegmer^ 
suffidentiy long to provide an epitope against wbkh an antibody may be generated. 

la yet another embodiment, the invention concerns agonists and antagonists of a native PR0813 
polypeptide. In a particular enroodimer^ antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists 
of a native PR0813 polypeptide. 

In stiU a further embodiment 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

61. PRO809 

A cDNA clone (DNA57836-1338) has been identified, having sequence identity with heparan sulfate 
proteoglycans, that encodes a novel polypeptide, designated in the present application as "PRO809.* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO809 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity , more preferably at least about 90 % sequence identity , most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO809 polypeptide having 
the sequence of amino add residues from about 1 or 19 to about 265, inclusive of Figure 151 (SEQ ID 
NO£23), or (b) the complement of the DNA molecule of (a)* The term "or* as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e., 1-265, or in another 
embodiment, 19-265. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO809 
polypeptide comprising DNA hybridizing to the complement of me nucleic acid between about residues 63 or 
117 and about 867, inclusive, of Figure 150 (SEQ ID NO:222). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 
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b a farther aspei^ the inventkm concern 
at least about 80% sequence identity, prefenfcly at leastabout8S% sequence identity, more preferably at least 
about 90* sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same matnre polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203025 
(DNA57836-1338), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
5 micfefc add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203025 (DNA57836-1338). 

in a still farther aspect, the invention amcems an isolate 
encoding a polypeptide having at least about80% sequence identity, preferably at least about 85% sequence 
Wenti^ t more preferably at least about 90* sequence identity, most preferably at leastabout95% sequence 
10 identity to the sequence of amino acid residues from about lor 19 to about 265, inclusive of Figure 15 1 (SEQ 
m ID N0223), or the complement of the DNA of (a). 

In a farther aspect, the invention concents an isolated nuclek add mokote 
a test DNA molecule under stringe* conditiom 

having the sequence of amino acid residues from about lor 19 to about 265. ind^ 151 (SEQ ID 

15 NCh223), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95* sequence identic 
DNA molecule. 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or 19 to about 265, inclusive of Figure 151 (SEQ ID NO:223), or (b) die 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PRO809 polypeptide encoded by any of the 
25 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO809 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 or 19 through 265 of Figure 151 
(SEQIDNO:223). 

In another aspect, the invention concerns an isolated PRO809 polypeptide, comprising an amino acid 
30 sequence havingat least about 80% sequence jdeotity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 19 to about 265, inclusive of Figure 151 (SEQ ID N0:223). 

In a further aspect, the invention concerns an isolated PRO809 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
35 about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 or 19 through 265 of Figure 151 (SEQ ID NO:223). 
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fa a stffl farther aspect, the inve^^ 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO809 polypeptide having die 
sequence of amino add residues fawn about lor 19 to about 265, inclusive of Figure 151 (SEQ ID NO£23), 
or (b) the complement of the DNA molecule of 00, and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85* sequence identity, more preferably at least about a 90% 
5 sequence identity , most prefentoty at least about a 95% sequence identity to (a) or (b), (li) culturing a host 
ceil comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and Oil) 
recovering the polypeptide from the cell culture. 

fa yet another embodiment, the invent^ 
polypeptide. In a particular embodime^ antibody. 
10 In a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 

a natiwFRO809 polypeptide 
i nc ttto li g aMotogfcala^ 

fa a sdD farther embodiment, the invention concerns a composition comprising a PRO809 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
15 acceptable carrier. 

62. PRQ791 

AcDNA done (DNA57838-1337) has been identified, having sequence identity with MHC class I 
antigens that encodes a novel polypeptide, designated in the present application as "PR0791." 

20 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PR0791 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity , more preferably at least about 90 % sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0791 polypeptide having 

25 die sequence of ammo add residues from about 1 or 26 to about 246, inclusive of Figure 153 (SEQ ID 
NO:225), or (b) die complement of die DNA molecule of (a). The term "or" as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e., 1*246, or in another 
embodiment, 26-246. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0791 
30 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 9 or 
84 and about 746, inclusive, of Figure 152 (SEQ ID NO:224). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at leastabout85% sequence identity, more preferably at least 
35 about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203014 
(DNA57838-1337), or (b) die complement of the DNA molecule of (a). In a preferred embodiment, the 
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mcfefcarid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203014 (DNA57838-1337). 

In a still ftuther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
enoodhf a polypeptide having at least about80% sequence identity , preferably at least about 85* sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95% sequence 
5 identity*) the sequence of amino add residues from about lor 26 to abott 
ID N0225), or the complement of die DNA of (a). 

fa a farther aspect, the invent^ 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0791 polypeptide 
bm% the sequence of amino add residues from about 1 or 26 to about ^ 
10 NO-.225), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity, mom preferably at least about a 
90% sequence identity, most prefera^ 
DNAnmlecule. 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
IS encoring a polypeptide scoring at least about 80% positives, preferably at least about 83 % positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or 26 to about 246, inclusive of Figure 1 53 (SEQ ID NO : 225) t or (b) the 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PRQ79 1 polypeptide encoded by any of the 
20 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die invention provides isolated native sequence PR0791 polypeptide, which in 
one embodiment, includes an amino add sequence comprising residues 1 or 26 through 246 of Figure 153 
(SEQIDNO:225). 

In another aspect, the invention concerns an isolated PR0791 polypeptide, comprising an amino add 
25 sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino acid residues 1 or 26 to about 246, indusive of Figure 153 (SEQ ID NO:225). 

In a further aspect, the invention concerns an isolated PR0791 polypeptide, comprising an amino acid 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably at 1 east 
30 about 90% positives, most preferably at least about 95% positives when compared with the amino add 
sequence of residues 1 or 26 through 246 of Figure 153 (SEQ ID NO:225). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0791 polypeptide having the 
sequence of amino add residues from about 1 or 26 to about 246, inclusive of Figure 153 (SEQ ID NO:225), 
35 or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
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cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the ceil culture. 

hyttanotiier embodiment^ 
polypeptide, fa a particato embodiment antibody. 

fa a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 
5 a native PR0791 polypeptide, by contacting the native PR0791 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

fa a still farther embodiment, the invention concerns a composition comprising a FR0791 
polypeptide, or an agonist or antagonist aa hereinabove defined» in co mbination with a pharmaceutical^ 

10 

^ 63* PRO10M 

A d»IA dona (DNA57844-1410) has been identified that encodes a 
fa the present application as "PR01OO4.* 

fa one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
15 encoding a PRO1004 polypeptide. 

In one aspect, me isolated nucleic acid comprises DNA having at least about 80 % sequence identity , 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity , most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1004 polypeptide 
having the sequence of amino acid residues .from about 25 to about 115, inclusive of Figure 155 (SEQ ID 
20 NO:227) v or (b) the complement of the DNA molecule of (a). 

fa another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1004 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 191 
and about 463, inclusive, of Figure 154 (SEQ ID NO: 226). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
25 fa a ferther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80 % sequence identity , preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203010 
(DNA57844-1410), or (b) the complement of the DNA molecule of (a), fa a preferred embodiment, the 
30 nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203010 (DNA57844-1410). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
35 identity to the sequence of ammo acid residues from about 25 to about 1 15, inclusive of Figure 155 (SEQ ID 
NO:227), or die complement of the DNA of (a). 
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In t further aspect, the invention concerns an isolated nucleic add molecule having at least SO 
nacfcotkfca.andpreftnddytt 
stringent condition with (a) a DNA 

acid residues from about 25 to about 1 15, inclusive of Figure 155 (SEQ BP NO:227), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80%. sequence identity, preferably 
5 at least about an 85% sequence identity, mm preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the t^ 

hi a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1004 polypeptide* with or without the N-texminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
10 tentatively identified as attending from about amino add posits 
M the sequence of Figure 155 (SEQ ID NO-J227). 

In another aspect, die invention concerns an isolated nudeic add molecule comprising (a) DNA 
encoring a polypeptide scaring at least about 80% positives, preferably at least about 85* positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives^ 
IS ammo add sequence of residues 25 to about 115, inclusive of Figure 155 (SEQ ID NO:227), or (b) the 
complement of the DNA of (a). 

Another embodiment of die invention is directed to fragments of a PRO1004 polypeptide coding 
sequence that may find use as hybridization probes. Such nucleic add fragments are from about 20 to about 
80 nucleotides in length, preferably from about 20 to about 50 nucleotides in length, more preferably from 
20 about 20 to about 50 nucleotides in length, ami most preferably from about 20 to about 40 nucleotides in 
length. 

In another embodiment, the invention provides isolated PRO 1004 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
In a specific aspect, the invention provides 
25 one embodiment, includes an amino add sequence comprising residues 25 to 115 of Figure 155 (SEQ ID 
NO:227). 

In another aspect, the invention concerns an isolated PRO1004 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more 
preferably at least about 90% sequence identity, most preferably at le^ 

30 sequence of amino add residues 25 to about 1 15, inclusive of Figure 155 (SEQ ID NO:227). 

In a further aspect, the invention concerns an isolated PRO1004 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 25 to 115 of Figure 155 (SEQ ID NO:227). 

35 In yet another aspect, the invention concerns an isolated PRO1004 polypeptide, comprising die 

sequence of amino add residues 25 to about 115, inclusive of Figure 155 (SEQ ID NO:227), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1004 antibody. Preferably, the PRO 1004 fragment 
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retains a qualitative bklogica) activity ^ 

hi a stffl farther aspect, u^i^ 
molecule under stringent conditions with (a) a DN A molecule encoding a PRO1004 polypeptide having die 
sequence of amino acid residues from about 25 to about 115, inclusive of Figure 155 (SEQ ID NO:227) t or 
(b) the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferaM^ 
sequence identity, most preferably at least about a 95% 

comprising tihe test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

64. FROllll 

A eDNA clone (DNA58721-1475) has been identified that encodes a novel polypeptide having 
sequence identity with UO and designated in the present application as 'PROl 11 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 111 polypeptide. 

la one aspect, the Iso la te d n ucleic arid comprises DNA having at least abott 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROllll polypeptide 
having the sequence of amino acid residues from about 1 to about 653, inclusive of Figure 157 (SEQ ID 
NO:229), or (b) the complement of die DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PROllll 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 57 and 
about 2015, inclusive, of Figure 156 (SEQ ID NO:228). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identic 

about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203110 
(DNA58721-1475), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 2031 10 (DNA5872M475). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues from about 1 to about 653, inclusive of Figure 157 (SEQ ID 
NO:229), or the complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
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under stringent conditkmswto^ 

amino acid residues from about 1 to about 653, inclusive of Figure 157 (SEQ ID N0229), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85* sequence identity, more preferably at least aboitf^ 
Ideo^ v most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
5 In a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 

encoding a PROllll polypeptide in its soluble form, i.e. transmembrane domain deleted or inactivated 
vai ima, er w fTMftpt^wifl«ftity m such flnftftdfag imrfrfft add mniecnift. The tran smemb rane domains has been 
tentatively identified as extending from about amto 
amino add sequence (Figure 157, SEQ ID N0329). 
10 hi another aspect, die invention concerns an isolated mideie add molecule comprising (a) DNA 

^ encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preftn&fy aft leas 

amino add sequence of residues 1 to about 653, inclusive of Figure 157 (SEQ ID N0329), or (b) the 

complement of the DNA of (a). 
15 Another embodiment is directed to fragments of a PROl 11 1 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 

length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 

50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in lengtlL 

In another embodiment, die invention provides isolated PROl 111 polypeptide encoded by any of the 
20 isolated nucleic acid sequences hereinabove defined* 

In a specific aspect, the invention provides isolated native sequence PRO 1111 polypeptide, which in 

one embodiment, includes an amino acid sequence comprising residues 1 through 653 of Figure 157 (SEQ ID 

NO:229). 

In another aspect, the invention concerns an isolated PROl 1 1 1 polypeptide, comprising an amino acid 
25 sequence having at least about 80% sequence Mentity, preferably at least abont 85% 

preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino acid residues 1 to about 653, inclusive of Figure 157 (SEQ ID NO:229). 

In a further aspect, the invention concerns an isolated PROl 111 polypeptide, comprising an amino 
add sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
30 at least about 90% positives, most preferably at least about 95 %posMves when compared 
sequence of residues 1 through 653 of Figure 157 (SEQ ID NO:229). 

In yet another aspect, die invention concerns an isolated PROl 111 polypeptide, comprising the 
sequence of amino acid residues 1 to about 653, inclusive of Figure 157 (SEQ ID NO:229), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 1 1 1 antibody. Preferably, the PROl 111 fragment 
35 Mains a qualitative biological activity of a native PROl 111 polypeptide. 
In a still further aspect, die invention p 
molecule under stringent conditions with (a) a DNA molecule encoding a PROllll polypeptide having the 
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sequence of amino add residues from about 1 to about 653, inclusive of Figure 157 (SEQ ID N0229), or (b) 
ihec«n^>lcnicitoftteDNAinoteaJ 

identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), 00 cutairing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 0ii) 
5 recovering die polypep tid e from die cell culture* 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROllll 
polypeptide, hi a particular embodiment, the agonist or antagonist is an anti-FROl 1 1 1 antibody. 

In a farther embodiment, the invention concern a method of identifying agonists or antagonist! of 
a native PROllll polypeptide^ " 
10 monitoring a biological activity mediated by said polypeptide. 

^ In a still farther embodiment, die invention concerns a composition comprising a PROllll 

polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically 
acceptable carrier. 

15 «. mum 

A cDNA done (DNA58723-1588) has been identified, having homology to nucleic acid encoding 
factor C that encodes a novel polypeptide, designated in die present application as "PRO 1344". 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 344 polypeptide. 

20 . In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at kast about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01344 polypeptide 
having the sequence of amino acid residues from about 1 or about 24 to about 720, inclusive of Figure 159 
(SEQ ID NO:231), or (b) the complement of the DNA molecule of (a). 

25 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01344 

polypeptide comprising DNA hybridizing to the complement of the nudeic acid between about nucleotides 26 
or about 95 and about 2185, inclusive, of Figure 158 (SEQ ID NO:230). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated mid etc add molecule comprising DNA having 

30 at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203133 
(DNA58723-1 588) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 

35 in ATCC Deposit No. 203133 (DNA58723-1588). 

In still a fUrther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

148 



WOM/73454 PCTAIS00/08439 
identity, more preferably at least about »% sequent* idea^ 

iderliy to the sequence of amino acid residues 1 or about 24 to about 720, inclusive of Figure 159 (SEQ ID 
N0231), or (b) the complement of the DN A of (a). 

to a further aspect, die invention concerns an isolated nucleic acid molecule having at least 10 
npctectidea and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
mokcute eroding a PRO!344polypeptite 

about 720, inclusive of Figure 159 (SEQ ID NO-.231), or (b) the complement of the DNA molecule of (a), and, 

if the DNA molecule has at least atamt an 80% sequence ider^^ 

idei^.mwrHeferabry at least abo^ 

identity to (a) or (b), isolating the test DNA molecule. 

to a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRCM344 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
iwahkoine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as exter*ling from about amino acid position 1 to about amino acid position 23 in the 
sequence of Figure 159 (SEQ ID NOt231). 

to another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 * positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most prefeiar^ 

amino acid sequence of residues 1 or about 24 to about 720. inclusive of Figure 159 (SEQ ID NO :23 1), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01344 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 158 (SEQ ID NO.230). 

In another embodiment, the invention provides isolated PRO 1 344 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

* In a specific aspect, the invention provides isolated native sequence PR01344 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 24 to about 720 of 
Figure 159 (SEQ ID NO:231). 

toanothCT aspect, the mven^ 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino acid residues 1 or about 24 to about 720, inclusive of Figure 159 (SEQ ID NO:231). 

In a further aspect, the invention concerns an isolated PR01344 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably 

sequence of residues 1 or about 24 to about 720, inclusive of Figure 159 (SEQ ID NO:231). 
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In yet another aspect, the invention concern in isolated PR01344 polypeptide, comprising the 
sequence of amino add ieddues 1 or about 

fragment thereof sufficient to provide a binding site for an anrf-PR01344 antibody. Preferably, the PR01344 
fragment retains a qualitative biological activity of a native PR01344 polypeptide. 
In a still father aspect, die invention provide* a polype 
5 molecule under stringent conditions with (a) a DNA molecule encoding a PR01344 polypeptide having the 
sequence of amino acid residues from about 1 or about 24 to about 720, inclusive of Figure 159 (SEQ ID 
NO*^l), or (b) the complement of to 
an 80% sequence identity, inrftrably at least about an 85% sequence 
a 90% sequence identity, moat preferably at least about a 95% sequence identify to (a) ^ 
10 host cefl comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
M (HO recovering the polypeptide from the ceil culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01344 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PR01344 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
IS a nath»PR01344polypeptkle by contact 

monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01344 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticaDy 
acceptable carrier* 

20 

66. EBQUflg 

A cDNA clone (DNA58737-1473) has been identified, having homology to nucleic acid encoding p- 
1,4-galactosyltransferase. that encodes a novel polypeptide, designated in the present application as 
•PRO1109\ 

25 In one embodi m e n t; the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PRO 1 109 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80 % sequence identity , 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1109 polypeptide 
30 having the sequence of amino add residues firo abort 1 or about 28 to about 344, in^ 161 
(SEQ ID NO:236), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1109 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 1 1 9 
or about 200 and about 1 150, inclusive, of Figure 160 (SEQ ID NO:235). Preferably, hybridization occurs 
35 under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
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about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) i DNA molecule 
encodtag the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203136 
(DNAS8737-1473) or (b) the complement of the nuckte add molecule of (a). In a prefened embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
In ATCC Deposit No. 203136 (DNA58737-1473). 
5 In stifl a further aspect, the inventkw 

encoding a polypeptide having at least about 80* sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity , most preferably at least about 93 % sequence 
identity to the sequence of amino add residues 1 or abom 28 to about 344, bchisive of Figure 161 (SEQ1D 
NCfc236), or (b) die complement of the DNA of (a). 
10 In a farther aspect, the invention concerns an isolated nucleic add roolcculo h av in g at least 10 

M nnricotM c s and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
mokcule encoding a PROl 109 polypeptide having the sequent 

about 344, inclusive of Figure 161 (SEQ ID NO:236), or (b) the complement of the DNA molecule of (a), and, 
ifthe DNA molecule has at least about an 80 %seqpence identic 
15 Idomty.nwrc preferably at least about a 90% sequence ktentity, most preii^ly at least abo^tt a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated micleie acid molecule comprising DNA 
encoding a PROl 109 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
20 tentatively identified as extending from about amino acid position 1 to about amino acid position 27 in the 
sequence of Figure 161 (SEQ ID NO:236). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
25 amino add sequence of residues 1 or about 28 to about 344, inclusive of Figure 161 (SEQ ID NO:236), or (b) 
the complement of die DNA of (a). 

Another embodiment is directed to fragments of a PROl 109 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length* preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
30 50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 160 (SEQ ID NO:235). 

In another embodiment, die invention provides isolated PROl 109 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO! 109 polypeptide, which in 
35 certain embodiments, includes an ammo acid sequence comprising residues 1 or about 28 to about 344 of 
Figure 161 (SEQ ID NO:236). 
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In another aspect, the invention concerns an isolated PRO 1 1 09 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about ^ 
sequence of amino ackl residues 1 or about 28 to about 344, inclusive of Figure 161 (SEQ Q> NOtH6). 

In * further aspect, tbe invention concerns an isolated PROl 109 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95% podtives when compared with tte amino add 
sequence of residues 1 or about 28 to about 344, inclusive of Figure 161 (SEQ ID NO: 236). 

In yet another aspect, the invention concern an isolated PROl 109 polypeptide, comprising die 
sequel of amino add residues 1 or about 28 to about 344, inclusive of Figure 161 (SEQ ID NO:236), or a 
fragment thereof sufficient to provide a binding site to an and-PROl 109 antflxxfy. Preferably, the PROl 109 
^ fragment retains a qualitative biological activity of a native PRO 1 1 09 polypeptide. 

In a still Anther aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
mokado under stringent conditions with (a) a DNA molecule encoding a PROl 109 polypeptide hiving the 
sequence of amino acid residues from about 1 or about 28 to about 344, inclusive of Figure 161 (SEQ ID 
N0236), or (b) the complement of die DNA molecule of (a), and ifthe test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (if) culturing a 
host cell comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 11 09 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 109 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PROl 109 polypeptide by contacting the native PROl 109 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 109 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically 
acceptable carrier. 

67. FRQ1383 

A cDNA clone (DNA58743-1609) has been identified, having homology to nucleic acid encoding die 
human melanoma cell-expressed protein nmb, that encodes a novel polypeptide, designated in the present 
application as "PR01383V 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01383 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity , more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01383 polypeptide 
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hiving the sequence of amino arid residues from about 1 or about 25 to about 423, inclusive of Figure 163 
(SBQID N0241), or (b) tbe complement of the DNA molecule of (a). 

la another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01383 
polypeptide comprising DNA by bridiz^ 

or about 194 and about 1390, inclusive, of Figure 162 (SEQ ID NO:240). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

fa a farther aspect, the invention con * 
at least sbont 8051 sequence i den tity, preferably at least about 85% sequen ce identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
eaaxfing die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203 154 
(DNA58743-1609) or (b) the complement of the nucleic add molecule of (a). In a preferred embodiment, the 
imtWR acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA 
' in ATCC Deposit No. 2(8154 (DNA58743-1609). 

In stiUafarther aspect the invtrtk^ 
cacedfag a polypeptide having at least about 80% seqneire identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID 
N0.241X or (b) the complement of the DNA of (a). 

In a farther aspect, die invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1 3 83 polypeptide having the sequence of amino acid residues from 1 or about 25 to 
about 423, inclusive of Figure 163 (SEQ ID NO:241), or (b) the complement of die DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, p re fereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01383 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
methionine, and its soluble, Le., transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 24 in the sequence of Figure 163 (SEQ ID NO:241). 
The tnmmend»ane domain has been ten^ 

to about amino acid position 362 in the PR01383 amino add sequence (Figure 163, SEQ ID NO:241). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 25 to about 423, inclusive of Figure 163 (SEQIDNO:241), or(b) 
the complement of the DNA of (a). 
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Another embodiment is directed to fragment of a PR01383 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Rgure 162 (SEQ ID NO:240). 
5 In another embodiment, the inventkmimmdes isdated PR01383 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, tte inventkm provide polypeptide, which in 

certain embodiments, includes an amino add sequence comprising residues 1 or about 25 to about 423 of 
Figure 163 (SEQ ID N0241). 
10 In another aspect, the invent^ 

A sequence having at least about m sequence identity, preferably at 1^ 
piefctaMy at least about 90% sequence identity, n»st preferably at least ab^ 
sequence of amino add residues 1 orabout25 to jdwut 423. inclusive of Figure 163 (SEQ ID NOS41). 

In a frirther aspect, the invention concerns an isolated PROBS3 polypeptide, comprising an amino 
IS acid sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least about 95% positives when compared with 
sequence of residues 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID NO:241). 

In yet another aspect, the inventkm concerns an isolated PR01383 polypeptide, comprising the 
sequence of amino add residues 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID NO:241), or a 
20 fragment thereof sufficient to provide a binding site for an ana-PROl 383 antibody. Preferably, the PR01383 
fragment retains a qualitative biological activity of a native PR01383 polypeptide. 

In a still further aspect* the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01383 polypeptide having the 
sequence of amino add residues from about 1 or about 25 to about 423, inclusive of Figure 163 (SEQ ID 
25 N0241), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity , preferably at least about an 85 % sequence identity , more preferably at least about 
a 90 % sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) cul curing a 
host cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 
30 In yet another embodiment, the invention concerns agonists and antagonists of a native PR01383 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO!383 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR01383 polypeptide by contacting the native PR01383 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
35 In a still further embodiment, the invention concerns a composition comprising a PR01383 

polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 
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68. PRO1003 

Appifcantshave identic 
wherein the polypeptide is designated in the present application as "PRO10G3V 

in one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1003 polypeptide. 
5 In one aspect, die isolated nuclek acid comprises DNA having at least about 80 % sequence identity , 

preferably at least about 85% sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1003 polypeptide 
having the sequence of ammo add reskiues from lor about 25 to about 84, inclu^ 
NO:246), or (b) the complement of the DNA molecule of (a). 
10 In another aspect, die invention concerns an isolated nucleic add molecule encoding a PRO1003 

M polypeptide comprising DNA that hybridizes to the cAfnpfffmffnt of the nucleic add between about residues 41 
or aboUlDaM about 292 ioAishwtf^ Preferably, hybridization occurs under 

stringent tybridfasatiop and wash conditions* 

fa a farther aspect, the inventka concern an 
15 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 93% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209957 
(DNA58846-1409), which was deposited on June 9, 1998. In a preferred embodiment, the nucleic add 
comprises a DNA molecule encoding the same mature polypeptide encoded by die human protein cDNA in 
20 ATCC Deposit No. 209957 (DNA58846-1409). 

hi an additional aspect, the invention concerns an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues 1 or about 25 to about 84, inclusive of Figure 165 (SEQ ID 
25 NCh246). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, most preferably 
at least about 95 % positives when compared with the amino acid sequence of residues 1 or about 25 to about 
84, inclusive of Figure 165 (SEQ ID NO:246). 
30 Another embodiment is directed to fragments of a PRO 1003 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length,- preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
SO nucleotides in length and most preferably from about 20 to about 40 nucleotides in length. 

fa another embodiment, the invention provides isolated PRO 1 003 polypeptide encoded by any of the 
35 isolated nucleic add sequences hereinabove identified, 

m a specific aspect, the invention provides isolated native sequence PRO1003 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 or about 25 to 84 of Fi gure 1 65 (SEQ 
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IDN0346). 

In anotto aspect, tbc Invent^ 
seqeence having at least about 80* sequence identity, preferably rtlea^ 

preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino add residues 1 or about 25 to 84, inclusive of Figure 165 (SEQ ID NO:246)* 
5 In a farther aspect, the invention cowsenis an isolated PltOlOW polypqp^ comprising an amino 

acid sequence scoring at least aboi* m positives, preferably at ieaa 
atleartri>a*90%pc*ith^ 

sequence of residues 1 of about 23 to about 84 of Figure 16S (SEQ ID NOt246). 

bt yet another aspect, the invention concerns an isolated PRO 1003 polypeptide, comprising the 
10 sequence of amino acid residues 1 or about 25 to about 84, inclusive of Figure 165 (SEQ ID NO:246), ora 
fragment thereof suffice Preferably, the PRO10G3 

fragment retains a qualitative bWogicalac^ 

In another aspect, the present inve^ 
sufficiently long to provide an epitope against whldi an anti^ 

15 

&. mam 

Applicants have identified a cDNA done (DNA58843-1472) having homology to nucleic add 
encocfing the LPAAT protein that encodes a novel polypeptide, designated in the present application as 
•PRO1108*. 

20 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PROl 108 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 108 polypeptide 

25 having the sequence of amino acid residues from about 1 to about 456, indusive of Figure 167 (SEQ ID 
NO:248), or (b) die complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 11 08 
polypeptide comprising DNA hybridizing to the complement of die nudek add between about nucleotides 77 
and about 1444, inclusive, of Figure 166 (SEQ ID NO:247). Preferably, hybridization occurs under stringent 

30 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nudek acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209955 

35 (DNA58848-1472). In a preferred embodiment, the nudeic acid comprises a DNA encoding the same mature 
polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209955 (DNA58848- 1472) . 
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In still a farther aspect, the invention coneems an isolated nucleic add molecule comprising DNA 
encoding a polypeptide having at least about 80% sequeM* identity, preferab^ 

identity, more preferably at kast about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248). 
In i specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
5 eacodfag a PROU08 polypeptide, with or without die initiating methionine, and its soluble, Lc, 
transmembrane domain deleted or inactivated variants, or is complementary to such encoding nucleic add 
motoric. The transmembrane domains have been tentatively identified as being type U domains extending 
. from about amino acid position 22 to about amino add posi t i o n 42, from about amino add position 156 to 
about amino add position 176, from about amino add position 180 to about amino acid position 199 and from 
10 about amino add position 369 to about amino add position 388 to the PROH08 amino acW 
^ 167,SBQIDNO:248). 

tit another aspect, the in wentiofl concerns an isolated roclsic add molecuie c oB Bprisfa^g QUA enc od ing 
a polypeptide scoring at kast about 80% positives, preferably at least abot* 85% positives, mare prefen&ty 
at least about 90% positives, most preferably at least about 95 % poatives when compared with die an^ add 
IS sequence of residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248). 

Another embodiment is directed to fragments of a PROl 108 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic add fragments are 

length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length. 
20 In another embodiment, the invention provides isolated PRO 1 1 08 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 108 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 to about 456 of Figure 167 (SEQ ID 
H004S). 

25 In mother aspect, the invention concerns an isolated PROl 108 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248). 

In a further aspect, the invention concerns an isolated PROl 108 polypeptide, comprising an amino 

30 add sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino ac i d 
sequence of residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO:248). 

In yet another aspect, the invention concerns an isolated PROl 108 polypeptide, comprising the 
sequence of amino acid residues 1 to about 456, inclusive of Figure 167 (SEQ ID NO: 24$), or a fragment 

35 thereof sufficient to provide a binding site for an anti-PROl 108 antibody. Preferably, the PROl 108 fragment 
retains a qualitative biological activity of a native PROl 108 polypeptide. 
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In ai»ther aspect, tte present inv^^ 
sufficiently long to provide an epitope against which an antibody may be generated. 

In yet another embodiment, the invention concerns agonists and ant ag onists of a native PRO1108 
polypeptide. In a particular embodiment, Ac agonist or antagonist is an antUPROl 108 antibody. 

In a forther embodiment, the inventkm concerns screening assays 
5 of* native FKOl 108 polypeptide. 

In still a farther embodiment, the invention concerns a composition comprising a PROU08 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable earner* 

10 70. PRQ1137 

Applicants have identified a cDNA clone, DN A58849- 1494, that encodes a novel polypeptide having 
honwtogytoribosYltra^ *PR01137\ 
to one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 137 polypeptide. 

15 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90 % sequence identity, and 
most preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 137 polypeptide 
having the sequence of amino add raidues from lor about 15 to about 240, u 
NO:250)» or (b) the complement of the DNA molecule of (a). 

20 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 137 

polypeptide comprising DNA that hybridizes to the complement of die nucleic acid sequence having about 
residues 77 or about 1 19 to about 796, inclusive of Figure 168 (SEQ ID NO:249). Preferably, hybridization 
occurs under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

25 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, and most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209958 
(DNA58849-1494), which was deposited on June 9, 1998, or (b) the complement of the DNA molecule of (a). 
In a preferred embodimem, the nu^ 

30 encoded by the human protein cDNA in ATCC Deposit No. 209958 (DNA588494494). 

In a still further aspect, the invention concerns an isolated nucleic add molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, and most preferably at least about 95% 
sequence kientity to the sequence of a or about 15 to about 240, inclusive of Figure 169 

35 (SEQIDNO:250). 

In a specific aspect, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 137 polypeptide with or without die N-terminal signal sequence and/or the initiating 
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methionine, or the complement of such encoding DNA molecule. The signal peptide has been tentatively 
identified as extending from about amino acid position 1 to about amino acid position 14 in the sequence of 
Figure 169 (SEQ ID NO.250). 

In another aspect, the invention concerns an isolated nucleic arid mol^^ 
a polypeptide scoring at least about 80% positives, prefetabty^ 
at least about 95% positives when compared with the amiiw 
240, inclusive of Figure 169 (SEQ ID NO:250). 

Another embodiment is directed to fragments of a PRO 1137 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 mrieotkies in length, aiidii»& 

In another embodiment, the invention provides isolated PROl 137 polypeptide encoded by any of the 

Ina specific aspect, the invcotion provides isolated to 
one embodiment, includes an amino acid sequence comprising residues 1 or about 15 to 240 of Figure 169 
(SBQIDNO350). 

In another aspect, die invention concerns an isolated PROl 137 polypeptkfe.con^ 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, and roost preferably at least about 95% sequence identity to 
the sequence of amino add residues 1 or about 15 to 240, inclusive of Figure 169 (SEQ ID NO:250). 

In a further aspect, the invention concerns an isolated PROl 137 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, and most preferably at least about 95 % positives when compared with the amino 
acid sequence of residues 1 or about 15 to about 240 of Figure 169 (SEQ ID NO.250). 

In yet another aspect, the invention concerns an isolated PROl 137 polypeptide, comprising the 
sequence of amino add residues 1 or about 15 to about 240, inclusive of Figure 169 (SEQ ID NO:250), or a 
fragment thereof sufficient to provide a binding site for an annVPROl 137 antibody. Preferably, the PROl 137 
fragment retains a qualitative biological activity of a native PROl 137 polypeptide. 

In another aspect, the present invention is directed to fragments of a PRO 1 1 37 polypeptide which are 
sufficiently long to provide an epitope against which an antibody may be generated. 

In yet another embodiment. the invention concerns agonist and antagonists of die PROl 137 
polypeptide. In a particular embodiment, the agonist or antagonist is an aiul-PROl 137 aim1>ody. 

In a further embodiment, die invention concerns screening assays to identify agonists or antagonists 
of a native PROl 137 polypeptide. 

In still a further embodiment, the invention concerns a composition comprising a PROl 137 
polypeptide as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 
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71. PRQ1138 

Applicants have identified a cDNA clone, DNA58850-1495, that encodes a novd polypeptide having 
homology to CD84 leukocyte antigen wherein the polypeptide is designated in the present application as 
«PR0113y. 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
5 encoding a PROl 138 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80* sequence ideality, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, and 
most preferably at least about 95% sequence identity to (a) a DNA 

having the sequem of amhx> add rc 17l(SEQH> 

10 NO 053), or (b) the complement of the DNA molecule of (a). 

M In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR01138 

polypeptide comprising DNA feat hybridizes to the complement of the micldc acid sequence having about 
residues 38 or abott 104 to a^ Preferably, hybridization 

occurs tinder stringent hybridizatkm and wash conditkms, 

15 In a further aspect, the invention concerns an isolated nudeic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably tf least about 85% sequent*^ 
about 90% sequence identity, and most preferably at least about 95% sequence ident^ 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209956 
(DNA58850-1495), which was deposited on June 9, 1998, or (b) die complement of die DNA molecule of (a). 

20 In a preferred embodiment, die nudeic acid comprises a DNA molecule encoding the same mature polypeptide 
encoded by the human protein cDNA in ATCC Deposit No. 209956 (DNA58850-1495). 

In a still further aspect, the invention concerns an isolated nudeic add molecule comprising DNA 
encoding a polypeptide having at least about 80 % sequence identity , preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, and most preferably at least about 95% 

25 sequence identity to the sequence of amino acid residues 1 or about 23 to about 335, indusive of Figure 171 
(SEQIDNO:253). 

In a specific aspect, die invention provides an isolated nudeic acid molecule comprising DNA 
encoding a PROl 138 extracellular domain (BCD), with or without the N-tenninal signal sequence and/or the 
initiating methionine, and its soluble variants (i.e. transmembrane domains) ddeted or inactivated) or is 
30 complementary to such encoding nucleic acid molecule. The signal peptide has been tentativdy identified as 
extending from amino add position 1 to about amino acid position 22 in the sequence of Figure 171 (SEQID 
NO:253). A transmembrane domain region has been tentativdy identified as extending from about amino add 
position 224 to about amino acid position 250 in the PROl 138 amino acid sequence (Figure 171, SEQ ID 
NO:253). 

35 In another aspect, the invention concerns an isolated nucleic add molecule comprising DNA encoding 

a polypeptide scoring at least about 80 % positives, preferably at least about 90 % positives, and most preferably 
at least about 95 % positives when compared with the amino acid sequence of residues 1 or about 23 to about 



160 



WOMTO454 



PCT/US007D8439 



335, fadnrfveof Figure 171 (SEQ ID N0253). 

AoXher embodiment is dfttctcd to fragments of a PRO 1138 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
5 another embodiment, to 

isolated nucleic add sequences hereinabove identified. 

In specific aspect, the invent 
or* embodiment, includes an amino add sequence com^ of Figure 171 

(SEQIDNO:253). 
10 Manotheraspcct. the invent 

sequence havfog at least about m 
* preftiibiy at least aboi*»^ 
the sequence of amino acid residues 1 or about 23 to 335, inclusive of Figure 171 (SEQ ID NO:253). 

In a forther aspect, the mvcotkmo comprising an amino 

IS arid sequence scoring at leasts positives, more preferably 

at least about 90% positives, and most preferably at least about 95* positive 
acid sequence of residues 1 or about 23 to about 335 of Figure 171 (SEQ ID NO:253). 

In anotfier aspect, the invent^ 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
20 preferably at least about 90% sequence identity, and most preferably at least about 95% sequence identity to 
the sequence of amino acid residues 1 or about 23 to X of Figure 171 (SEQ ID NO:253), wherein X is any 
one of amino acid residues 219 to 228 of Figure 171 (SEQ ID NO:253). 

In yet another aspect* the invention concerns an isolated PR01138 polypeptide, comprising the 
sequence of amino acid residues 1 or about 23 to about 335, inclusive of Figure 171 (SEQ ID NO:253), or a 
25 fragment thereof sufficient to provide a binding site tor an anti-PROl 138 antibody. Preferably, the PROl 138 
fragment retains a qualitative biological activity of a native PROl 138 polypeptide. 

' In another aspect, the present invention is directed to fragments of a PROl 138 polypeptide which are 
sufficiently long to provide an epitope against which an antibody may be generated. 

In yet another embodiment, the invention concerns agonist and antagonists of the PROl 138 
30 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 138 antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists 
of a native PROl 138 polypeptide. 

In still a further embodiment, the invention concerns a composition comprising a PROl 138 
polypeptide as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 
35 In another embodiment, the inverrtm provides a nucleotide sequence designated herein as DNA49140 

comprising the nucleotide sequence of Figure 172 (SEQ ID NO:254). 
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72. movm 

A cDNA done (DNA58853-1423) has been identified, having homology to nucleic add encoding 
majaor urinary proteins (MUPs) that encodes a novel polypeptide, designated in the present application as 
•PRO10M-. 

hi oqe embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
5 encoding a PRO1054 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least abort 80% seqiieiro 
preferably at least about 85% sequence identity, nwre preferably * 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1054 polypeptide 
having the sequence of amino add residues from about 1 or about 19 to about 180, inclusive of Figure 174 
10 (SEQ ID NCh256), or (b) the complement of the DNA molecule of (a). 

^ hi another aspect, the invention concerns an isolated nucleic add molecule e n co ding a PRO 1054 

polypeptide comprising PNA hybridizing to the co niplcm c i* of 

or about 100 and about 585, inclusive, of Figure 173 (SBQ ID N&255). Preferably, hybridization occurs 
under sti mgenf hybridization and wash conditions . 

IS In a further aspect, the invention concerns an isolated nudeie add iro 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 203016 
(DNA58853-1423) or (b) the complement of the nucleic add molecule of (a). In a preferred embodiment, the 

20 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203016 (DNA58853-1423). 

In still a further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 

25 identity to the sequence of amino acid residues I or about 19 to about 180, inclusive of Figure 174 (SEQ ID 
NO:256), or (b) the complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule having at least 10. 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1054 polypeptide having the sequence of amino acid residues 

30 about 180, inclusive of Figure 174 (SEQ ID NO&56), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 

35 encoding a PRO1054 polypeptide, with or without die N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino acid position 18 in the 
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sequence of Figure 174 (SEQ ID NO£56). 

h another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 * positives, preferably at least about 85 % positives, more 
piefisrabfy at least about 90% po 
• amino add sequence of residue* 1 or about 19 to about 1 80, inclusive of Figure 174 (SEQ ID N0256), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 054 polypeptide coding sequence that may 
find use as hybridization probes* Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about. 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown In Figure 173 (SEQ ID NO.255). 

In another embodiment, the invent 
isolated nucleic add sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequenco PROIQH 
certain embodiments, includes an amino add sequence comprising residues 1 cm- about 19 to about 180 of 
Figure 174 (SEQ ID NO:256) * 

fo another aspect, the invention c 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence ideality, more 
preferably at feast about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino add residues 1 or about 19 to about 180, inclusive of Figure 174 (SEQ ID NO.-256). 

In a further aspect, the invention concerns an isolated P&O1054 polypeptide, comprising an amino 
add sequence scoring at least about 80* positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with die amino acid 
sequence of residues 1 or about 19 to about 180, inclusive of Figure 174 (SEQ ID NO:256). 

In yet another aspect, die invention concerns an isolated PRO1054 polypeptide, comprising the 
sequence of amino acid residues I or about 19 to about 180, inclusive of Figure 174 (SEQ ID NO:256), or a 
fragment thereof sufficient to provide a binding site for an anti-PRO 1 054 antibody. Preferably, the PRO1054 
fragment retains a qualitative biological activity of a native PRO1054 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1054 polypeptide having the 
sequence of amino acid residues from about 1 or about 19 to about 180, inclusive of Figure 174 (SEQ ID 
NO:256), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a 
host ceU comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1054 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1054 antibody. 
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In a farther embodiment, the invention concerns a method of identifying agonists or antagonist! of 
a native PRO1054 polypeptide by contact polypeptide with a candidate molecule and 

monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO1054 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

73. PRQ994 

A cDNA clone (DNA58855-1422) has been identified, having homology to nucleic acid encoding the 
tumor-assodated antigen L6 that encodes a novel polypeptide, designated in the present application as 
•PR0994*. 

In one m H^, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR0994 polypeptide 

In one aspect, die isolated nucleic add comprises DNA haviiig at least about 80% sequence 
preferably at least about 85% sequence idetfily, more preferably at least a^ 

preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0994 polypeptide having 
the sequence of amino add residues from about 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PR0994 
polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about nucleotides 3 1 
and about 717, inclusive, of Figure 175 (SEQ ID NO:257). Preferably, hybridization occurs under stringent 
hybridization and wash conditions* 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80 % sequence identity , preferably at least about 85 % sequence identity , more preferably at least 
about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
eroding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203018 
(DNA58855-1422) or (b) die complement of the nucleic acid molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203018 (DNA58855-1422). 

In still a farther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85* sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258), or 
(b) the complement of die DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR0994 polypeptide having the sequence of amino acid residues from 1 to about 229, 
inclusive of Figure 176 (SEQ ID NO:258) t or (b) the complement of the DNA molecule of (a), and, if the 
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DNAa»leculehasaileastabortan80 * seq^ sequence 

idertiy.m«» preferably at leaa 

identity to (a) or (b), isolating the test DNA molecule, 

in * specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRQ994 poryprptido, with or withmn fr* initiating m^hifmme, and its soluble- Le. . transmembrane 
5 domfe deleted or inactivated variants, or is con^lementary to sudi encoding nucleic acid molecule. The 
mnM^transmembra^ 

10 to abort amino add position 31, fiom abort amino add position SO to abort 
abort miro add podtion 87 to abort amino 

amine add position 213 fat the PR0994 amino add sequence (Figure 176* SEQ ID N0258). 
10 hi another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 

encoding a polypeptide scoring at least abort 80* posits 
prefaiMy at least abort 90* 

amino add sequence of residues 1 to abort 229, inclusive of Figure 176 (SEQ ID N0358), or (b) the 

conptancnt of toe DNA of (a). 
IS Another embodiment is directed to fragments of a PR0994poIypepti^ 

use as hybridization probes. Such nucleic add fragments are from ab<^ 20 to abort 80 mM^tides in length 

preferably from about 20 to about 60 nucleotides in length, more preferably from abort 20 to about 50 

Twitkflrtdrs in Irngth and most pi*feraMy from ahnut 20 tn about 40 micleotides in length and may be derived 

from the nucleotide sequence shown in Figure 175 (SEQ ID NO: 257). 
20 In another embodiment, the invention provides isolated PR0994 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0994 polypeptide, which in 

certain embodiments, includes an amino acid sequence comprising residues 1 to about 229 of Figure 176 (SEQ 

IDN0358). 
25 fa another aspect, the invemta 

sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 

preferably at least about 90 % sequence identity, most preferably at least about 95 * sequence identity to the 

sequence of amino acid residues 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258). 

In a ftirther aspect, the invention concerns an isolated PR0994 polypeptide, comprising an amino acid 
30 sequence scoring at least aboutm 

abort 90% positives, most preferably at least about 95* positives when compared with the amino acid 

sequence of residues 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258). 

In yet another aspect, the invention concerns an isolated PR0994 polypeptide, comprising the 

sequence of amino add residues 1 to about 229, inclusive of Figure 1 76 (SEQ ID NO: 258) , or a fragment 
35 thereof suffkient to provide a binding site for an anr>PR0994 antibody. Preferably, the PR0994 fragment 

retains a qualitative biological activity of a native PR0994 polypeptide. 
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fa a stffl farther aspect, the tav<^ 
molecule mder stringent conditions with (a) a DNA molecule encoding a PR0994 polypeptide hiving the 
sequence of amino add residues from about 1 to about 229, inclusive of Figure 176 (SEQ ID NO:258), or (b) 
theconvkraentofthcD 

identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), 00 entering a host cell, 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (Hi) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR0994 
polypeptide. In a particular embodim^ 

Mi farther embodiment, the inventi^ 
a native 1110994 polype^ 
* monitoring a biological activity mediated by said polyn^^ 

faastffl farther cnftodlmen^ 
or anagonist or antagonist as hereira 

74* PHOM2 

A cDNA clone (DNA59205-1421) has been identified, having homology to nucleic acid encoding 
prostatic steroid-binding protein c 1 that encodes a novel polypeptide, designated in the present application as 
"PR0812*. 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0812 polypeptide. 

In one aspect , the isolated nucleic acid comprises DNA having at least about 80 % sequence identity , 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% seq^ 

the sequence of amino arid residues 178 (SEQ ID 

NO:2G0), or (b) die complement of die DNA molecule of (a). 

fa another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0812 
polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about nucleotides 55 
or about 100 and about 303, inclusive, of Figure 177 (SEQ ID NO:259). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a farther aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No, 203009 
(DNA59205-1421) or (b) the complement of the nucleic acid molecule of (a), fa a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by die human protein cDN A 
in ATCC Deposit No. 203009 (DNA59205-1421). 
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h stiD a farther aspect, the invention concents an isolated 1^ 
encoring a polypeptide having at least about W* sequence 
identity, more preferably at least about 90% sequence identity, most prefenuty 
identity to (be sequence of amino add residues 1 or about 16 to about 83, inclusive of Figure 178 (SBQ ID 
N<fc260),or(b) die complement oftbeDNA of (a). 
5 hi farther aspect, die invention concern an isolated nucleic add molecule having at least 100 

nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
Tm)lfttfi* encoding a PR0812 polypeptide having the sequence of amino acid residues, from 1 or about 16 to 
about 83 , inclusive of Figure 178 (SEQ ID NCh260), or (b) the complement of die DNA molecule of (a), and, 
if the DNA molecule has at least about an $0 % sequence identity, inpefereably at least abo^ an 85 %sequem 
10 identity, more preferably at 

identity to (a) or (b), isolating the test DNA molecule. 

fit a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0812 polypeptide, with or wilhout the N-tenninal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
15 tentatively identified as extending from about amino acid position 1 to about amino add position 15 in the 
sequence of Figure 178 (SEQ ID NO:260). 

hi another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % posi tives , most preferably at least about 95 % positives when compared with the 
20 amino acid sequence of residues 1 or about ldto about 83, inclusive of Figure 178 (SEQ ID NO:260), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR08 1 2 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 micleotides in length and innstp 

from the nucleotide sequence shown in Figure 177 (SEQ ID NO:259). 

' In another embodiment, die invention provides isolated PR0812 polypeptide encoded by any of die 
isolated nucleic add sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0812 polypeptide, which in 
30 certain embodiments, includes an amiw 
178(SEQIDNO:260). 

In another aspect, the invention concerns an isolated PR0812 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
35 sequence of amino add residues 1 or about 16 to about 83, inclusive of Figure 178 (SEQ ID NO:260). 

. In a further aspect, the invention concerns an isolated PR08 1 2 polypeptide, comprising an amino add 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably at least 
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about 90% positives, most preferably at least about 95% positives when compared with die amino add 
sequence of residues 1 or about 16 to about 83, inclusive of Figure 1 78 (SEQ ID NO .260). 

la yet another aspect, die invention concerns an isolated PR0812 polypeptide, comprising die 
sequence of amino add residues 1 or about 1 6 to about 83, inclusive of Figure 178 (SEQ ID NO260), or a 
fragment thereof sufBdent to provide a binding site fcr an aiui^R0812 an^ Preferably, the PR0812 
fragmer* retains a qualitative biological activity of a native PR0812 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (0 hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0812 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 83, inclusive of Figure 178 (SEQ ID 
NCH26Q), or (b) die complement of the DNA molecukof (a), and if the test DNA molecule has at lea^ 
an 80% sequence identity, preferably at least about an 83% sequence ident^ 
a 90% sequence identity, most pre 

host cefl comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
Qii) recovering the polypeptide fi^m the culture. 

In yet another embodiment, die invention concerns agonists and antagonists of a native PR0812 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PR0812 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR08 12 polypeptide by contacting the native PR08 1 2 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR08 1 2 polypeptide , 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

75. PRO1069 

Applicants have identified a cDNA done, DNA5921 1-1450, that encodes a novel polypeptide having 
homology to CHIP wherein the polypeptide is designated in the present application as "PRO 1069". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1069 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80 % sequence identity , 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1069 polypeptide 
having the sequence of amino add residues from 1 or about 17 to about 89, inclusive of Figure 180 (SEQ ID 
NO:262), or (b) die complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1069 
polypeptide comprising DNA that hybridizes to the complement of the nucleic acid sequence having about 
residues 197 or about 245 to about 463, inclusive of Figure 179 (SEQ ID NO:261 ). Preferably, hybridization 
occurs under stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
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about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg ifae same mature polypeptide encoded ty 

(DNA5921 1-1450), which was deposited on June 9, 1998. In a preferred embodiment, the nucleic add 
comprises a DNA molecule encoding tbe same mature polypeptide encoded by the human protein cDN A in 
ATCC Deposit No. 209960 (DNA5921 1-1450). 
5 b a still farther aspect, the invention concerns an isolated nucleic add molecule comprising DNA 

eacotfing a polypeptide having at least about 80% sequence identity, preferably at least abort 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 17 to about 89, inclusive of Figure 180 (SEQ ID 
NCfc262). 

10 hi a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 

eacotfing a PRO1069 extracellular domain (ECD)^ 

initiating mrattonfae, and its soluble variants 0-6. transmembrane domains) deleted or inactivated) or Is 
complementary to such encoding nucleic arid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 to about amino acid position 16 in the sequence of Figure 180 (SEQ ID 
IS NG262). A transmembrane domain region has been tentativdy identified as extending 

position 36 to about amino add position 59 in the PRO1069 amino add sequence (Figure 180, SEQ ID 
NO:262). 

In another aspect, the invention concerns an iso l ated nodcic add nn>k^ 
a polypeptide scoring at least about 80% positives, preferably at least about 90% positives, most preferably 
20 at least about 95% positives when compared with the amino acid sequence of residues 1 or about 17 to about 
89, inclusive of Figure 180 (SEQ ID NO:262). 

Another embodiment is directed to fragments of a PRO1069 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
25 ' 50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length. 

hi another embodiment, the invention provides isolated PRO1069 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO1069 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 or aboiitn 
30 IDN0262). 

In another aspect, die invention concerns an isolated PRO1069 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 17 to 89, inclusive of Figure 180 (SEQ ID NO:262). 
35 In a further aspect, the invention concerns an isolated PRO1069 polypeptide, comprising an amino 

add sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino acid 
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sequence of residues 1 or about 17 to about 89 of Figure 180 (SEQ ID N0262). 

Id another aspect, the invention concerns a IROlO&ertracelhiltf 
sequence having at least about 80% sequence id^ 
preferably at fcast about 90* sequence identity, most preferably at leas 

sequence of amino add residues 1 or about 17 to X of Figure 180 (SEQ m NO:262), wherein X b any one 
of amine add residues 32 to 41 of Figure 180 (SEQ IDNCh262). 

hi yet another aspect, the invention concerns an isolated PRO1069 polypeptide, comprising die 
sequence of amino acid residues 1 or about 17 to about 89, inclusive of Figure 180 (SEQ ID NO:262), or a 
fragmot thereof sufficient to provkteab Preferably, the PRO1069 

fragment retains a qualitative biological activity of a native PRO1069 polypeptide. 

In another aspect, the present invention is directed to fragments of a PRO1069 polypeptide which are 
su£Bckiafylongtoprovkleanq»itope 

In yet another embodiment, the invention concerns agonist and antagonists of the PRO1069 
polypeptide. In t par ticul ar endbodfanent, the agonist or antagonist la an aafrWtO 1069 antibody. 

In a further embodiment, the invention concerns screening assays to identify agonists or antagonists 
of a native PRO1069 polypeptide. 

hi stOl a further embodiment, die invention concerns a c o mposition comprising a PRO1069 
polypeptide as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

76. PRQ1129 

Applicants have identified a cDNA clone (DNA59213-1487) having homology to nucleic acid 
encoding cytochrome P-450 family members that encodes a novel polypeptide, designated in the present 
application as "PROH29". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROU29 polypeptide. 

In one aspect, the isolated nucleic a^ 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROU29 polypeptide 
having the sequence of amino acid residues from about 1 to about 524, inclusive of Figure 182 (SEQ ID 
NO:264), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01129 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 42 
and about 1613, inclusive, of Figure 181 (SEQ ID NO:263). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

hi a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably^ more preferably at least 

about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209959 
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(DNA59213-1487). to a prefored embodiments 

polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209959 (DNA59213-1487). 

h still a farther aspect, the invention concerns an isolated nucleic add molecule comprising DNA 
encodfog a polypeptide having tt least about 80 * sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 524, inclusive of Figure 182 (SEQ ID NO:264). 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROH29 polypeptide, with or without the initiating methionine, and its soluble, Le., 
transmembrane domain deleted or in ac tiv a te d variants, or is complementary to such ^y^frfl nucleic add 
molecule* The typo II transmembrane domains have been tentatively identified as extending from about amino 
add pos ition 13 to about ammo acid position 32 and from about amino acid position 77 to about amino acid 
position 102 in the PROl 129 amino add sequence (Hgnre 182. SEQ ID NO:264). 

In another aspect, die invention concerns an isolated nucleic add molecule comprising DNA encoding 
a polypeptide scoring at lea^ 

at least about 90% positives, most preferably at least about 95% positives wto 
sequence of residues 1 to about 524, inclusive of Figure 182 (SEQ ID N&264). 

Another embodiment is directed to fragments of a PROl 129 polypeptide coding sequence that may' 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROl 129 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 129 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 to about 524 of Figure 1 82 (SEQ ID 
N0264). 

In another aspect, the invention cor-cero an isolated PROl 129 poiypept^ 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino acid residues 1 to about 524, inclusive of Figure 182 (SEQ ID NO:264). 

In a further aspect, the invention concerns an isolated PROl 129 polypeptide, comprising an amino 
acid seqiienw scoring at least about 80% positives, preferabty at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 to about 524, inclusive of Figure 182 (SEQ ID NO:264). 

In yet another aspect, the invention concerns an isolated PROl 129 polypeptide, comprising the 
sentence of amino acid residues 1 to about 524, inclusive of Figure 182 (SEQ ID NO:264), or a fragment 
thereof sufficient to provide a binding site tw an anti-I^Ol 129 antibody. Preferably, die PROl 129 fragment 
retains a qualitative biological activity of a native PROl 129 polypeptide. 
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In another aspect, the present inventta^ 
sufficiently long to provide an epitope against which an antibody may be generated. 

In yet another embodiment the invention concerns agonists and antagonists of a native PROl 129 
polypeptide. In t particular embodiment, the agonist or antagonist is an anti~FR01129 antibody. 

In a farther embodiment, the invention concerns screening assays to identify agonists or antagonists 
5 of a native PROl 129 polypeptide. 

In still ft farther embodiment, the invention concerns ft composition comprising ft PRO! 129 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier . 

10 77. FRO1068 

A cDNA dime (DNA59214-1449) has been identified, that encodes a novel polypeptide having 
* homotogytourotiasm 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1068 polypeptide. 
15 In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (ft) ft DNA molecule «****«"ff ft PRO1068 polypeptide 
having the sequence of amino add residues from about 21 to about 124, inclusive of Figure 184 (SEQ ID 
NO:266), or (b) the complement of the DNA molecule of (a). 
20 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1068 

polypeptide comprising DNA hybridizing to the complement of the nudeic acid between about residues 102 
and about 413, indusive, of Figure 183 (SEQ ID NO;265). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a farther aspect, the invention concerns an isolated nucleic add molecule cony rising DNA having 
25 at least about 80% sequence identity, preferably at least about 85% sequence idei^iy, more i«eferal^y at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203046 
(DNA59214-1449), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
30 in ATCC Deposit No. 203046 (DNA59214-1449). 

In a still farther aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues from about 21 to about 124, inclusive of Figure 184 (SEQ ID 
35 N0266), or the complement of the DNA of (a). 

In ft farther aspect, the invention concerns an isolated nuddc add molecule having at least about 50 
nucleotides, and preferably at least about 1 00 nucleotides and produced by hybridizing a test DNA molecule 



172 



WOMT73454 



PCT/OS00/D8439 



under stringent conditions with (a) a DN A mokcule encoding a PRO 1 068 polypeptide having the sequence of 
amino add residues from about 21 to about 124, inclusive of Figure 184 (SEQ ID N0266), or (b) the 
complement of die DNA molecule of (a), and, if the DMA molecule hat at least about an 80% sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90* sequence 
tfentift most prefenibty at leasts 

In a specific aspect, the invention provides an Mated nucleic add molecule comprising DNA 
encoring a PRO1068 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
mefiftmme, eg is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as Mftwyting from amino acid position 1 through about amino add position 20 in the 
sequence of Figure 184 (SEQ ID NO:266). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encafing a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
prefisaMy at least about 90% positives, nx* preferably* least about 

amino add sequence of residues 21 to about 124, inclusive of Figure 184 (SEQ ID N0266), or (b) the 
complemen t of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1068 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nudcotides in 
length, preferably from about 20 to about 60 nudeotidea in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 mideotides in length. 

In another embodiment, the invention provides isolated PRO1068 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 068 polypeptide , which in 
one embodiment, includes an amino acid sequence comprising residues 21 to 124 of Figure 184 (SEQ ID 
NO:266). 

In another aspect, the invention concerns an isolated PRO 1 068 polypeptide , comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least d 

preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 124, inclusive of Figure 184 (SEQ ID NO:266). 

In a further aspect, the invention concerns an isolated PRO1068 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably, 
at least about 90% positives, most prefer 
sequence of residues 21 to 124 of Figure 184 (SEQ ID NO:266). 

In yet another aspect, the invention concerns an isolated PRO1068 polypeptide, comprising the 
sequence of amino acid residues 21 to about 124, inclusive of Figure 184 (SEQ ID NO:266), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1068 antibody. Preferably, the PRO1068 fragment 
retains a qualitative biological activity of a native PRO1068 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1068 polypeptide having the 
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sequence of amino add residues from about 21 to about 124, inclusive of Figure 1 84 (SEQ ID NO:266), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule ha* at least about an 80% 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least abotta95% sequence idei^ 

compiling the test DNA molecule under conditions suitable for expression of die polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, die Invention concerns agonists and anta gonists of the a native PRO 1 068 
polypeptide. In a particular cmbod imeot, the agonist or antagonist it an antHttOl 068 antibody. 

In a ftirther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRO1068 polypeptide, by a 
monitoring a biological activity mediated by said polypeptide. 

In a still fiuther embodiment, the invention concerns a composition co mprisi ng a PRO1068 
polypeptide, or sn agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrie r* 

78. PRO1066 

Applicants have identified a cDNA clone (DNA59215-1425) that encodes a novel secreted 
polypeptide, designated in the present application as "PRO1066\ 

hi one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1066 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1066 polypeptide 
having the sequence of amino acid residues from about 1 or about 24 to about 1 17, inclusive of Figure 186 
(SEQ ID NO.268), or (b) the complement of the DNA molecule of (a). 

In another 'aspect, die invention concerns an isolated nucleic acid molecule encoding a PRO1066 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about nucleotides 1 76 
or about 245 and about 527, inclusive, of Figure 185 (SEQ ID NO:267). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at le^ 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209961 
(DNA592 15-1425). In a preferred embodiment, the nucleic acid comprises a DNA encoding the same mature 
polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209961 (DNA59215-1425). 

hi still a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
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identity to the sequence of amino acid residues 1 or about 24 to aboil 1 17, inclusive of Figure 1 86 (SEQ ID 
N0268). 

In a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encoring a PRO1066 polypeptide, with or without die N-tenninal signal sequence and/or tho initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from about amino a dd position 1 to about amino acid position 23 in die 
sequence of Figure 186 (SEQ ID N0368). 

In another aspect, tho invention copcems an isolated nucleic add molecule com posing DNA encoding 
a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least abont 93% positives 
sequence of residues 1 or about 24 to about 117. inclusive of Figure 1 86 (SEQ ID NO : 268) . 

Another embodiment is directed to fragments of a PRO1066 polypeptide coding sequence that may 
find me as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nudcoridca in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 rncleotides in length and most preferably from about 20 to about 40 nudeotidrs in length* 

In anodra embodiment, the invention provides isolated PRO1066 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, tim invention 
one embodiment, includes an amino add sequence comprising residues lor a 
186(SEQIDNO:268). 

In another aspect, die invention concerns an isolated PRO1066 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or about 24 to about 117, inclusive of Figure 186 (SEQ ID NO:268). 

Ina further aspect, the invention concerns an isolated PRO1066 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or about 24 to about 1 17, inclusive of Figure 186 (SEQ ID NO:268). 

In yet another aspect, die invention concerns an isolated PRO1066 polypeptide, comprising the 
sequence of amino add residues 1 or about 24 to about 117, inclusive of Figure 186 (SEQ ID NO;268), or a 
fragment thereof sufficient to provide a binding site for an anti-PRO 1066 antibody . Preferably, the PRO1066 
fragment retains a qualitative biological activity of a native PRO1066 polypeptide. 

In another aspect, the present invention is directed to fragments of a PRO1066 polypeptide which are 
sufficiently long to provide an epitope against which an antibody may be generated. 

79. PRQ1184 

Applicants have identified a cDNA done (DNA59220-1514) that encodes a novd secreted 
polypeptide, designated in the present application as 'PROl 184" . 
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ta one embodiment, the invention provides an isolated nucleic acid molecule comprising DMA 
encoding a PROl 184 polypeptide. 

b one aspect, die isolated nucleic add comprises DNA having at leasiabo^ 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a FR01184 polypeptide 
having die sequence of amino add residues from 1 or about 39 through 142 of Figure 188 (SEQID NCh270), 
or (b) the complement of Ae DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 184 
polypeptide comprising DNA hybridizing to the con^lememof the nucleic add at about residues 106 or 220 
through 531 of SEQ ID NO:269. fa anodw aspect, the invexxtm 

encoding a PROl 184 polypeptide comprising DNA hybridizing to the complement of the nucleic of SEQ ID 
NO£fi9. Preferably, hybridization occurs under stringent hybridization and wash conditions. 

fat father aspect, thfl Invention concern* an isolated ******* add mftlemfn gnwprUtnj DNA buying 
at least about 80% sequence identity, prefimbly at least about 85^ 
about 90% sequence klenriry, most preferably 

encoding the same mature polypeptide encoded by the human protein cDNA in ATCC of DNA59220- 1514. 
In a preferred embodiment, to 

by the human protein cDNA in ATOC Deposit of DNA59220-1514. 

In still a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide havir^ preferably at least about 85% sequent* 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 39 through 142 of SEQ ID NO:270. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 184 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, and its soluble variants, or is complementary to such an encoding nucleic acid molecule. The 
signal peptide has been tentatively identified as extending from amino add position 1 to about amino acid 
position 38 of SEQ ID NO:270. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising DNA encoding 
a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or about 39 through 142 of SEQ ID NO:270. 

Another embodiment is directed to fragments of a PROl 184 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length. 

hi another embodiment, the invention provides isolated PROl 184 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove identified. 
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fat a specific aspect, the iiwentkm provides isolated n^^ 
one embodiment, includes an amino acid sequence comprising residues 1 or about 39 through 142 of SEQ ID 
NO270. 

In aiMtfher aspect, the invei^ 
sequence having at least about 80% sequence 
5 preferably at least about 90* sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 39 through 142 of SEQ ID NO270. 

In a tather aspect, the invention concerns an isolated PROl 184 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least a 
at least about 90% positives, most preferably at least about 95% positive 
10 sequence of residues 1 or about 39 through 142 of SEQ ID NO370. 

^ in yet another aspect, the invention concerns an isolated PROl 184 polypeptide, comprising die 

sequence of amino add residues 1 or about 39 through 142 of SEQ ID NO370, or a fragment thereof 
sufiidbt to provide abind^ste Preferably, the PROl 184 fragment retains 

a qualitative biological activity of a native PR01184 polypeptide. 
15 In another aspect, the presem invent^ ofa PROl 184 polypeptide which are 

sufficiently long to provide an epitope against which an antibody may be generated. 

80. PRO1360 

A cDN A clone (DNA59488-1603) has been identified that encodes a novel polypeptide designated in 
20 the present application as M PRO1360." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO 1360 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80 % sequence identity , 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
25 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1360 polypeptide 
having die sequence of amino acid residues from about 30 to about 285, inclusive of Figure 190 (SEQ ID 
NO:272), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1360 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 1 40 
30 and about 908, inclusive, of Figure 189 (SEQ ID NO:271). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
35 encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203157 
(DNA59488-1603), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
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in ATDC Deposit No. 203157 (DNA59488-1603). 

In tstiU further aspect, ihcimcnt^ 
encoolngapotypeptktehavi^ 
idarifr more prefer^ 

iderty to the sequence of amino add residues fifcm about 30 to abort 
NOS72). or the complement of the DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 mideotides and product 
under sniogei*amditf^ 

amino add residues from about 30 to about 285, inclusive of Figure 190 (SEQ ID 1*0:272), or (b) the 
complement of the DNA molecule of (a) f and, if the DNA molecule has at least about an 80* sequence 
Identity, preferably at least about an 85% sequence identity. n*ro pre 
identity, most preferably at least about a 95* sequence identity to « 

h another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about m positives, prefta^ 
preferably at least about 90% positives, inost preferably at kast about 95% positi 

amino add sequence of residues 30 to about 285, inclusive of Figure 190 (SEQ ID NO:272), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1360 polypeptide coding sequence that may 
nauseas hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nudeotides in 
length, preferably from about 20 to about 60 nudeotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nudeotides in length. 

In another embodiment, the invention provides isolated PRO 1360 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 360 polypeptide, which in 
one einbodiroent, includes an amino acid sequence comprising residues 30 through 285 of Figure 190 (SEQ 
IDNO:272). 

In another aspect, the invention concerns an isolated PRO 1360 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90 % sequence identity , most preferably at least about 95 % sequence identity to the 
sequence of amino add residues 30 to about 285, inclusive of Figure 190 (SEQ ID NO:272). 

In a further aspect, the invention concerns an isolated PRO1360 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 30 through 285 of Figure 190 (SEQ ID NO:272). 

In yet another aspect, the invention concerns an isolated PRO 1360 polypeptide, comprising die 
sequence of amino add residues 30 to about 285, inclusive of Figure 190 (SEQ ID NOt272), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1360 antibody. Preferably, the PRO 1360 fragment 
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retains a qualitative biological activity of a native PROl 360 polypeptide. 

In a still farther aspect, the tavenlkm provides a polypeptifc 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1360 polypeptide having the 
sequea* of amino acid residues from about 30 to about 285, inclusive of Figure 190 (SEQ ID NO£72), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity , preferably at least about an 85 * sequence identity , more preferably at least about a 90 51 
sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) curturing a host cell 
con^rising the test DNA molecule wider conditions suitable for expression of the polypeptide, and (ifi) 
recovering the polypeptide front the cell culture. 

hi yet another embodiment, die invention concerns agonists and antagonists of a native PRO1360 
polypeptide. In a particular embodiment, die agonist or antagonist is an an*^ 

In a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 
anatrvePftO1360polfl>ept^ 

monitoring a biological activity mediated by said polypeptide. 

hi a still farther embodiment, die invention concerns a composition comprising a PRO1360 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

81. PftO102» 

A cDNA clone (DNA59493-1420) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as * PRO 1029" . 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1029 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1029 polypeptide 
having the sequence of amino acid residues from about 1 or about 20 to about 86, inclusive of Figure 192 (SEQ 
ID NO:274), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1029 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 39 
or about 96 and about 296, inclusive, of Figure 191 (SEQ ID NO:274). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90* sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203050 
(DNA59493-1420) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
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in ATCC Deposit No. 203050 (DNA59493-1420). 

Instill a farther aspect, the invention concern an isolated mid^ 
encoifing a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 * sequence 
ideitky to tl» sequence of amino acid residues 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID 
5 N0374), or (b) the complement of the DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic add molecule having at least 10 
nuckotidea and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1029 polypeptide having to 

abort 86, inclusive of Figure 192 (SEQ ID NO:274). or (b) the complement of the DNA molecule of (a), and, 
10 iftbeDNAmokcukhasatleastabo^ 
^ idc^,inore preferably at least ao^ 

identity to (a) or (b), isolating the test DNA molecule. 

hi a specific aspect, tbe invention provides an isolated nucleic acid molecule comprising DNA 
encecfing a PRO1029 polypeptide, with or without die N-tenninal signal sequence and/or the initiating 
IS methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino acid position 19 in die 
sequence of Figure 192 (SEQ ID NO:274). 

hi another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
20 preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino add sequence of residues 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID NO:274), or (b) 
die complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1029 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
25 knga, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 191 (SEQ ID NO:273). 

In another embodiment, the invention provides isolated PRO 1 029 polypeptide encoded by any of the 
isolated nucleic acid sequencf-ft hereinabove Hfffitiffodi 
30 In a specific aspect, the invention provides isolated native sequel 

certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 86 of Figure 
192(SEQIDNO:274). 

In another aspect, die invention concerns an isolated PRO 1 029 polypeptide , comprising an amino acid 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID NO;274). 
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In a farther aspect, the invasion concerm comprising an amino 

add sequence scoring at least about 80% positive*, preferably at least about 85 % positive*, more preferably 
at least about 90* positives, most preferably at least abotf 95% posi 
sequence of residues 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID NOJ74). 

In yet another aspect, the invention concern an isolated PRO1029 polypeptide, comprising the 
5 sequence of amino acid residues 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID NCh274) , or a 
fragment thereof sufficient to provide a binding site for an an0-PRO1029 antibody. Preferably, the PRO1029 
fragment retains a qualitative biological activity of a native PRO1029 polypeptide. 

to a stffl further aspect, the to 
molecule under stringent conditions with (a) a DNA molecule encoding * PRO1029 polypeptide having the 
10 sequence of amino add residues from about 1 or about 20 to about 86, inclusive of Figure 192 (SEQ ID 
N0^4), or(b) ^con^tementof die DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least abom an 85% s 
a 90% sequence identity, most pre^ 

host cdl comprising the test DNA molecule under condition* suitable for expression of the polypeptide, and 
15 * (iii) recovering the polypeptide from the cell culture. 

82. - PRQ1139 

Applicants have identified a novel cDNA clone (DNA59497- 1496) that encodes a novd human protein 
originally designated as PROl 139. 

20 In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA having 

at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding a PROl 139 polypeptide having the sequence of amino acid residues from about 29 to about 131 of 
Figure 194 (SEQ ID NO:276), or (b) the complement of the DNA molecule of (a). 

25 In another embodiment, the invention concerns an isolated nucleic acid molecule comprising DNA 

hybridizing to die complement of die polynucleotide sequence between about residues 80 and 39 1 , inclusive, 
of Figure 193 (SEQ ID NO:275). Preferably, hybridization occurs under stringent hybridization and wash 
conditions. 

In a further embodiment, the invention concerns an isolated nucleic acid molecule comprising DNA 

30 haevmg at least abort 80% sequence klentity, preferably at least a 

at feast about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA 
molecule encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 
209941 (DNA59497-1496). In a preferred embodiment, the nucleic acid comprises a DNA encoding the same 
mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209941 (DNA59497- 1496). 

35 In a still further embodiment, die invention concerns an isolated nucleic add molecule comprising 

DNA encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% 
sequence identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % 
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sequence identity to the sequence of ami» add iwktoes fo^ 
N0276). 

In a specific embodiment, them DNA 
enaxfing a natjve or variant PRO 1 139 polypepdde; with or without the N-ten^ 
or wiAnt the transmemb^ 
5 33 to abot*amiix> acid posits an* 
fixm about amixwackl position 98 to ab^ respecdvdy of the amino acid sequence 

of Figure 194, SEQ ID NO:27& In one aspect, the isolated nucleic acklcrai^isea DNA encoding a matnie > 
fidHength native PROimpolypqjti^ 
or is complementary to such encoding nucleic add sequence. 
10 In another embodiment, the invention concern an isolated nucleic add molecule comprising DNA 

encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 * positives, more 
preferably at least about 90* positives, most prcfaar^ 

amino add sequence of residues from about 29 to about 131 of Figure 194 (SEQ ID NO:276). 

In another embodiment, the invention provides isolated PR01139 polypeptides, in particular, die 

IS invention provides isolated native sequence PR01139 polypeptide, which in one embodime nt , include die 
amino acid sequence comprising residues 29 id 131 of Figure 194 (SEQ ID N0276). The invention also 
provides for variants of the PROH39 polypeptide which are encoded by any of the isolated nucleic add 
molmiln hereinabove defined. Specific variants include, but are not limited to, deletion (truncated) variants 
of the full-length native sequence PROl 139 which lack the N-terminal signal sequence and/or have at least one 

20 transmembrane domain deleted or inactivated. The variants specifically include variants of the full-length 
mature polypeptide of Figure 194 (SEQ ID NO:276) in which one or more of the transmembrane regions 
between amino acid residues 33-52, 71-8, and 98-120, respectively have been deleted or inactivated, and which 
may additionally have the N-terminal signal sequence (amino acid residues 1-28) and/or the initiating 
methionine deleted. 

25 In a further embodiment, the invention concerns an isolated PROl 139 polypeptide, comprising an 

amino add sequence scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues from about 29 to about 131 of Figure 194 (SEQ ID NO:276). 

In yet another aspect, the invention concerns an isolated PROl 139 polypeptide, comprising die 

30 sequence of amino add residues 29 to about 131, inclusive of Figure 194 (SEQ ID NCh276) or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 139 antibody. Preferably, the PROl 139 fragment 
retains a qualitative biological activity of a native PROl 139 polypeptide. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO 1139 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 139 antibody. 

35 In a further embodiment, the invention concerns screening assays to identify agonists or antagonists 

of a native PROl 139 polypeptide. 
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In a still farther embodiment* the invention concerns * composition comprising a PRO 1139 
polypeptide including variants), or an agonist or antagonist as hereinabove defined, in combination with a 
phamuMffrtfr alty acceptable carrier. 

The inventkm also concerns 
effective amount of an antagonist of a PROl 139 polypeptide. In a specific e mb od im e nt , the antagonist is a 
5 blocking antibody specifically binding a native PROl 139 polypeptide. 

83. PRO1309 

AcDNAcIone<DNA595^ 

rich repeats and 4i**sr*** in the present application as "PRO1309. * 
10 In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 

encoding a PRO1309 polypeptide. 

fa one aspect, tt» isolated iro^^ 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, moat 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1309 polypeptide 
15 having the sequence of amino add residues from about 35 to about 522, inclusive of Figure 196 (SEQ ID 

N0278), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1309 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 822 

and about 2285 t inclusive, of Figure 195 (SEQ ID NO:277)_ Preferably, hybridization occurs under stringent 
20 hybridization and wash conditions. - 

fa a farther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80 % sequence identity , preferably at least about 85 % sequence identity , more preferably at least 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203106 
25 (DNA59588-1571), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 

nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 

in ATCC Deposit No. 203106 (DNA59588-1571). 

fa a still further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
30 identity, inore preferably at least about 90% sequence kta^ 

identity to the sequence of amino acid residues from about 35 to about 522, indusive of Figure 196 (SEQ ID 

NO:278), or the complement of the DNA of (a). 

fa a further aspect , the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
35 under stringent conditions with (a) a DNA molecule encoding a PRO 1 309 polypeptide having die sequence of 

amino add residues from about 35 to about 522, inclusive of Figure 196 (SEQ ID NO:278), or (b) the 

complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1309 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
methionine, and its soluble, Le. transmembrane domain deleted or inactivated valiants, or is complementary 
5 to such enc o ding nucleic acid molecule* The signal peptide has been tentatively identified as extending from 
amino add position 1 through about amino add position 34 in the sequence of Figure 196 (SEQ ID NO:278). 
The transmembrane domain has been tentatively W yflffort as extending firom about amino acid position 428 
through about amino add position 

In another aspect, the invention concents an isolated nucleic add molecule comprising (a) DNA 
10 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, mote 
preferably at least about 90% positives, nwst preferably at least abo 

amino acid sequence of residues 35 to about 522, inclusive of Figure 196 (SEQ ID N0278), or (b) the 

campteme* of the DNA of (a). 

Another embodiment is directed to fragments of a FRO1309 polypeptide coding sequence that may 
IS find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 

length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 

50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO1309 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 
20 In a specific aspect, the invention provides isolated native sequence PRO1309 polypeptide, which in 

one embodiment, includes an amino acid sequence comprising residues 35 through 522 of Figure 196 (SEQ 

IDNO:278). 

In another aspect, the invention concerns an isolated PRO1309 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identic, preferably at least about 85% sequence identity , more 

25 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 35 to about 522, inclusive of Figure 196 (SEQ ID NO:278). 

In a further aspect, the invention concerns an isolated PRO 1309 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least about 95 %poritives when compared wifr 

30 sequence of residues 35 through 522 of Figure 196 (SEQ ID NO:278). 

In yet another aspect, the invention concerns an isolated PRO 1309 polypeptide, comprising die 
sequence of amino acid residues 35 to about 522, inclusive of Figure 196 (SEQ ID NO:278), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1309 antibody. Preferably, the PRO1309 fragment 
retains a qualitative biological activity of a native PRO1309 polypeptide. 

35 In a still further aspect, the invention provides a polypeptide produced by CO hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 309 polypeptide having the 
sequence of amino acid residues from about 35 to about 522, inclusive of Figure 196 (SEQ ID NO:278), or 
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(b) the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 83 * sequence identity, more preferably at least about 1 90% 
sequence identity, most preferably at least s 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 0n) 
recovering the polypeptide from the cell culture. 
5 In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1309 

polypeptide, hi a particular embodiment, die agonist or antagonist is an anti-PRO1309 antibody. 

In a fiirther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRO1309 polypeptide, by contacting the native PRO1309 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
10 In a still further embodiment, the invention concerns a composition comprising a PRO1309 

^ polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable earner. 



84. FRP1028 

IS Applicants have identified a cDNA done that encodes a secreted novel polypeptide, wherein the 

polypeptide is designated in the present application as TRO1028". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1028 polypeptide. In one aspect, the isolated nucleic acid comprises DNA encoding the 
FRO1028 polypeptide having amino add residues 1 through 197 of Figure 198 (SEQ ID NO:281), or is 

20 complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optional ly , under high stringency conditions. The isolated mideic acid sequence may comprise the cDNA 
insert of die vector deposited on June 9, 1998 with die ATCC as DNA59603-1419 which includes the 
nucleotide sequence encoding PRO1028. 

In another embodiment, the invention provides isolated PRO1028 polypeptide, hi particular, die 

25 invention provides isolated native sequerae PRO1028 polypeptide, which in one embodiment, includes an 
amino acid sequence comprising residues 1 through 197 of Figure 198 (SEQ ID NO:281). Optionally, die 
PRO 1028 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDN A insert 
of the vector deposited on June 9, 1998 with the ATCC as DNA59603-1419. 



30 85. PRQ1M7 

A cDNA done (DNA59605-1418) has been identified, having a type II fibronectin collagen-binding 
domain that encodes a novel polypeptide, designated in the present application as M PRO1027. w 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1027 polypeptide. 
35 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1027 polypeptide 
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having the sequence of amino add residues from about 1 or 34 to abo*^ 
NO£83),or(b)thecoinpletnertof^ 

or nucleic acids is meant to refer to two alternative embodiments provided herein, Leu, 1-77. or in another 
fanborffarnt, 3*»77. 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a PRO1027 

5 polypeptide comprising DN A hybridizing to the complement of the nucleic add between about residues 3 1 or 
130 and about 261, inclusive, of Figure 199 (SEQ ID NO:282). Preferably, hybridize 
stringent hybridization and wash conditions. 

hi a farther aspect, the invent 
at least about 80% sequence identity, preferably at ieastabout85* sequence identity, more preferably at least 

10 about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule . 
encoding the same mature polypeptide encoded by the lann^ 
* (DNA59«M418),oT(b)thecom^^ h * preferred embodiment, the 

nodeie add comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA 
in ATOC Deposit No. 203005 (DNA59605-1418). 

IS In a stiU further aspect, the invention 

encoding a polypeptide having at least about 80% sequence identity, preferably at teast about 85% sequence 
identiiy,more preferably at least about90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues from about 1 or 34 to about 77, inclusive of Figure 200 (SEQ 
ID NOz283) t or the complement of the DNA of (a). 

20 In a further aspect, the invention concerns an isolated nudeic add molecule produced by hybridizing 

a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 027 polypeptide 
having die sequence of amino acid residues from about 1 or 34 to about 77, inclusive of Figure 200 (SEQ ID 
NO:283), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity ,^more preferably at least about a 

25 90 % sequence identity , most preferably at least about a 95 % sequence klenti ty to (a) or (b) , isolating the test 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about W 
30 ammo add sequence of residues 1 or 34 to about 77, inclusive of Figure 200 (SEQ ID NO : 283), or (b) the 
complement of die DNA of (a). 

In another embodiment, the invention provides isolated PRO1027 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a spedfic aspect, die invention provides isolated native sequence PROl 027 polypeptide, which in 
35 one embodiment, induda 
ID NO:283). 
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In another aspect* die invei*kmcQncenis an isolated FRO1027 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85* sequence identity, more 
preferably at least about 90% sequence Identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 34 to about 77, inclusive of Figure 200 (SEQ ID NO:283). 

in a farther aspect, die invention concerns an isolated PRO 1027 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least abo^ 
sequence of residues 1 or 34 through 77 of Figure 200 (SEQ ID NO:283). 

In a stittfW ibex aspect, thoinveittkm provide* a po^ 
mokcule under stringent conditions with (a) a DNA molecule encoding a PR01Q27 polypeptide having the 
sequence of amino add residues from about lor 34 to about 77, inclusive of Figure 200 (SEQ ID N0^83), 
^ or (b) the complement of the D^ 
sequence identity , preferably at least abot* an 85% sequence identity, mm 

sequence identity, most preferably at least about a 95% sequence Identity to (a) or (b), (H) cufcuring a host 
cell comprising the test DHA molecule imder condition 
recovering the polypeptide from the cell culture. 

In yet another embodiment, die invention concenis agemists and antagonists of the a native PRO1027 
polypeptide. In a particular embodiment* the agonist or antagonist is an anti-PRO1027 antibody. 

In a further embodiment, die invention concern a method of i^^ 
a native PRO 1 027 polypeptide, by contacting the native PRO 1 027 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, die invention concerns a composition comprising a PRO1027 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

86. ffftOllO? 

Applicants have identified a cDN A done that encodes a novel polypeptide having sequence identity 
with PC-1, wherein the polypeptide is designated in the present application as "PROl 107". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 107 polypeptide. In one aspect, the isolated nucleic add comprises DNA encoding the 
PROl 107 polypeptide having amino add residues 1 through 477 of Figure 202 (SEQ ID NO:285), or is 
complementary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. In other aspects, the isolated nucleic acid comprises DNA 
encoding the PRO 1 1 07 polypeptide having amino acid residues about 23 throu gh 477 of Pi gure 202 (SEQ ID 
NQ385) or amino adds about 1 or 23 through 428 ± 5 of Figure 202 (SEQ ID NO:285), or is complementary 
to such encoding nucleic acid sequence, and remains stably bound to h under at least moderate, ai^ 
under high stringency conditions. The isolated nudeic add sequence may comprise the cDNA insert of the 
DNA59606-1471 vector deposited on June 9, 1998 with the ATCC, which includes the nudeotide sequence 
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enuring PROI 107. 

In another embodiment, the invention provides isolated PRO1107 polypeptide. In particular , the 
invention provides isolated native sequence PRO1107 polypeptide, which in cm e mb od im e nt , includes an 
ammo add sequence comprising residues 1 through 477 of Figure 202 (SEQ ID N<fc2&5). Additional 
embodiments of the present invention are directed to PROI 107 polypeptito 
5 throgb 477 of Figure 202 (SEQ ID N0.2S5) or amino adds about 1 or 23 through 428 ± 5 of Figure 202 
(SEQ ID NO.285). Optionally, Ad PRO1107 polypeptide is obtained or is obtainable by expressing the 
polypeptide encoded by the cDNA insert of the DNA59606-1471 vector dq>osited with the ATCC on June 9, 
1998. 

10 87. FRO1140 

Applicants have identified a cDNA done, DNA59607-1497, that encodes a novd multi-span 
* transmembrane ytiyprtftf* ™*wtn th#> polypeptide i» Awrf gnatM in the pw^nt a pplication m PttQi 140?. 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DMA 
encoding a PROI 140 polypeptide. 

IS In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, and 
most preferably at 1 east about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1 140 polypeptide 
having the sequence of amino acid residues from 1 to about 255, inclusive of Figure 204 (SEQ ID NO:287), 
or (b) the complement of the DNA molecule of (a). 

20 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROI 140 

polypeptide comprising DNA that hybridizes to the complement of the nucleic acid sequence having about 
resumes 210 to about 974, inclusive of Figure 203 (SEQ ID NO:2S6). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

25 at least about 80% sequence identity, preferably at least a 

about 90% sequence identity, and most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209946 
(DNA59607-1497), which was deposited on June 9, 1998, or (b) the complement of the DNA molecule of (a). 
In a preferred cmpodiment^ 

30 encoded by the human protein cDNA in ATCC Deposit No. 209946 (DNA59607-1497). 

In a still further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, and most preferably at least about 95% 
sequence identity to the sequence of amino acid residues 1 to about 255, inclusive of Figure 204 (SEQ ID 

35 NO:2ff7). 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROI 140 extracellular domain (BCD), with or without the initiating methionine, and its soluble 
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variaiisflx. transmembrane domah<^ 

add molecule. Referring to the PROU40 amino add sequence (SEQ ID N0287) shown in Figure 204, 
transmembrane domatot^^ 

101 to abool 118, about 141 to about 161, and from about 172 to about 191. 
la another aspect, the Invention concetm an is d ated n ud e fc 
5 a polypeptide scaring at katt about M 

at least about 95%positives when compared wto 1 to about 255, inclusive 

of Figure 204 (SEQ ID NCh287). 

Another embodiment is directed to fragmenisof a PROl 140 polypeptide codk^ 
fbd use as hybridization probes. Such nudek add fragments are from about 20 to about 80 nucleotides in 
10 length, preferably from about 20 to about 60 nucleotide* in length, more preferably from about 20 to about 
50 mrlcotides in length, and nratpg^^ 

In another fmbodimrg^ the faventfa 
Isolated mcldc arid sequences herelosbowe Identified. 

In a specific aspect, the invention proxies isolated native sequence PRO 
15 one cmbocfimcnt, includes an amino add sequence comprising residues 1 to 255 of Figure 204 (SEQ ID 
N0287). 

In another aspect, the invention concerns an isolated TOO 1140 polypeptide, comprise 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90 % sequence identity, and most preferably at least about 95 % sequence identity to 

20 the sequence of amino acid residues 1 to 255, inclusive of Figure 204 (SEQ ID NO:287). 

In a further aspect, the invention concerns an isolated PROl 140 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, and most preferably at least about 95 % positives when compared with the amino 
add sequence of residues 1 to about 255 of Figure 204 (SEQ ID NO:287). 

25 In another aspect, the invention concerns a PROl 140 extracellular domain comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, and most preferably at least about 95% sequence identity to 
the sequence of amino acid residues 1 to X of Figure 204 (SEQ ID NO:287), wherein X is any one of amino 
add residues 96 to 105 of Figure 204 (SEQ ID NO:287). 

30 In yet another aspect, the invention concerns an isolated PROl 140 polypeptide, comprising the 

sequence of amino add residues 1 to about 255, inclusive of Figure 204 (SEQ ID NO:287), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 140 antibody. Preferably, the PROl 140 fragment 
retains a qualitative biological activity of a native PROl 140 polypeptide. 

In another aspect, die present invention is directed to fragments of a PRO 1 140 polypeptide which are 

35 sufficiently long to provide an epitope against which an antibody may be generated. 
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88. PRO1106 

Applicants have identified a cDNA done that encode* i novd polypeptide having sequence identity 
with t peroxisomal artdum-dependent solute carrier, wherein the polypeptide is designated in the present 
applicalk»as*PRO1106 B . 

In oifc embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoflng a PRO1106 polypeptide. In one aspect, the isolated nucleic add comprises DNA encoding the 
PROl 106 polypeptide having amino add residues 1 through 469 of Figure 206 (SEQ ID NO:289), or is 
rrnnjA******^ tn giirh lading imrtrift arid sequence- and remains stably bound to it under at least moderate, 
and optkma&y, under hi^stringei^ The isolated nucleic arid sequence may comprise the cDNA 

insert of the DN A59609- 1470 vector deposited on June 9, 1998 with the ATCC. which includes thenudeotide 
sequence encoding PROl 106. 

In another embodiment, the invention provides isolated PRO1106 polypeptide. In particular , die 
invertion provides isolated native sequence PROl 106 polypeptide, which in one embodiment, includes an 
amino add sequem* congristag reside Optionally, the 

PROl 106 polypeptide is obtained or is obtainable by expressing the polypeptide encoded by the cDNA insert 
of the DNA59609-1470 vector deposited with the ATCC on June 9. 1998. 

89. BQjZa 

A cDNA done (DNA59610-1556) has been identified, having homology to nucleic acid encoding 
butyrophflin that encodes a novd polypeptide, designated in the present application as TR01291V 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01291 polypeptide. 

In one aspect , die isolated nucleic add comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01291 polypeptide 
having the sequence of amino add residues from about 1 or about 29 to about 282, inclusive of Figure 208 
(SEQ ID NO:291), or (b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nudeic acid molecule encoding a PR01291 
polypeptide comprising DNA hybridizing to die complement of the nudeic add between about nucleotides 6 1 
or about 145 and about 906, inclusive, of Figure 207 (SEQ ID NO:290). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nudeic add molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding d* same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209990 
(DNA59610-1556) or (b) the complement of die nucleic add molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209990 (DNA596HMS56). 
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In still a further aspect, the inventkm concerns an isolated nucleic acid molecule comprising (a) DN A 
eiKO<^ a polypeptide having at leasts preferably at least about 85% sequence 

identity, more preferably at least about 90 * sequence identity, most preferably at least about 95 % sequence 
identity to tbe sequence of amino acid reskh^ 
NO£91), or (b) the complement of the DMA of (a). 
5 hi fiirtber aspect, the invention concerns an isolated nucleic add molecule having at least 10 

nucleotides and produced by hybridizing a test DN A molecule under stringent conditions with (a) a DNA 
molecule encodingaPR01291 polypeptide hiving the sequent 

about 282, inclusive of Figure 208 (SEQ ID N(fc291), or (b) the complement of the DNA molecule of (a), and, 

if the DNA molecule has at least about an 
10 identily.morepreferablyaileaa 

Identity to (a) or (b), isolating the test DNA molecule. 

hi a specific aspect, die invention provides an isolated nucleic add molecule comprising DNA 

encoring a PR01291 polypeptide, with or without the N-tenninal signal sequence and/or the initiating 

tni»fMprtiiy^ mj ftf soluble, l^^ tr^nmm^t^ domain drifts of j™********** variant*, or l« complcincntaiy 
15 to such encoding nudeic add molecule. The signal peptide has been tentativdy identified as extending from 

about amino acid position 1 to about amino acid position 28 in the sequence of Figure 208 (SEQ ID NCh29 1 ) . 

Th#> tf^mmf^nhran^ rfnmam h**n tentatively identified aa extending from about amino add position 258 

to about amino acid position 281 in the PR01291 amino add sequence (Figure 208, SEQ ID NO:291). 

hi another aspect, the invention concerns an isolated nudeic acid molecule comprising (a) DNA 
20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 

amino acid sequence of residues 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID NO:291), or (b) 

the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR0129 1 polypeptide coding sequence that may 
25 find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 

length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 

50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 

derived from the nucleotide sequence shown in Figure 207 (SEQ ID NO:290). 

In another embodiment, the invention provides isolated PR01291 polypeptide encoded by any of the 
30 isotaed nucleic add sequences hereinabove identified 

In a specific aspect, the invention provides isolated native sequence PR01291 polypeptide, which in 

certain embodiments, includes an amino acid sequence comprising residues 1 or about 29 to about 282 of 

Figure 208 (SEQ ID NO:291). 

In another aspect, the invention concerns an isolated PRO 129 1 polypeptide, comprising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 

preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 

sequence of amino acid residues 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID NO:291). 
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In a norther aspect, the invention conccrm an iso^ comprising an amino 

acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at lea* about 90% positives, most preferably at least about 95 %posi^ 
sequence of residues 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID N0291). 

In yet another aspect, die invention concerns an isolated PR01291 polypeptide, comprising die 
sequence of amino acid residues lor about M 

fragment thereof sufficient to provide a binding site for an anti-PR01291 antibody. Preferably, the PRO 1291 
fragment retains a qualitative biological activity of a native PR01291 polypeptide, 

Inastffl ftriher aspect, the iavei^ 
mokcutemider strmgemccmd^ a DNA molecule encoding a PR01291 polypeptide having the 

sequence of amino add residues from about 1 or about 29 to about 282, inclusive of Figure 208 (SEQ ID 
NO^IX or <b) the compter 

an 80% sequence identity, preferably at least abott an 85% sequence identity, more pre 
* 90% sequence identity, most preferably at least about a 95% sequence 

host cd comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01291 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01291 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR01291 polypeptide by contacting the native PR01291 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01291 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically 
acceptable carrier. 

90. tBflUflg 

Applicants have identified a cDNA clone that encodes a novel polypeptide having two transmembrane 
domains, wherein the polypeptide is designated in die present application as "PROl 105 \ 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROU05 polypeptide. Ia one aspect, the isolated nucleic acid comprises DNA encoding the 
PROU05 polypeptide Jbaving amino acid residues 1 through 180 of Figure 210 (SEQ ID NO:293), or is 
complemeiitary to such encoding nucleic acid sequence, and remains stably bound to it under at least moderate, 
and optionally, under high stringency conditions. In other aspects, die isolated nucleic acid comprises DNA 
encoding the PROl 105 polypeptide having amino acid residues about 20 through 180 of Figure 210 (SEQ ID 
NO:293), or is complementary to such encoding nucleic acid sequence, and remains stably bound to it under 
at least moderate, and optionally, under high stringency conditions. The isolated nucleic acid sequence may 
comprise the cDNA insert of die DNA59612-1466 vector deposited on June 9, 1998 with die ATCC. which 
includes the nucleotide sequence encoding PROl 105. 
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In another embodiment, the invention provides isolated PROl 105 polypeptide. In particular, the 
invention provides isolated native sequence PROl 1 05 polypeptide, which in one embodiment, includes an 
amino add sequence comprising residues 1 through 180 of Figure 210 (SEQ ID NO:293). Additional 
embodiments of the present invention are directed to PRO 1 105 polypeptides comprising amino acids about 20 
through 180 of Figure 210 (SEQ ID N0393). Other embodiments of the present invention are directed to 
5 PROl 105 polypeptides comprising amino adds about I through 79 and 100 through about 144 of Figure 210 
(SEQ ID NO:293). Optionally, the PROl 105 polypeptide is obtained or is obtainable by expressing die 
polypeptide encoded by the cDNA insert of the DNA59612-1466 vector deposited with the ATCC on June 9, 
1998. 

10 9L PRQ511 

A cDNA clone (DNA59613-1417) has been identified, having some sequence identity with RoBo-1 
and phospfaohpaso fitthibitors that encodes a novel polypeptide, designated in the present appMcatiop as 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
15 encoding a PRO1026 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1026 polypeptide 
having the sequence of amino acid residues from about 1 or 26 to about 237, inclusive of Figure 212 (SEQ ID 
20 NO:295), or (b) the complement of the DNA molecule of (a). Ttie term "or" as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e. , 1-237, or in another 
embodiment, 26-237. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1026 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 233 

25 or 308 and about 943, inclusive, of Figure 212 (SEQ ID NO:295). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 

30 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203007 
(DNA59613-1417), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203007 (DNA59613-1417). 

In a still further aspect , die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

35 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 or 26 to about 237, inclusive of Figure 212 (SEQ 
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ID NCh295), or the complement of the DNA of (a). 

In i farther aspect* die iiwentionconceim an isolated m^ 
a test DNA molecule under stringent conditions with (a) 1 DNA molecule encoding a PRO1026 polypeptide 
having the sequence of amino acid residues torn about 1 or 26 to about 237, inclushw of Rgure 212 (SEQ© 
NO:295), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
5 80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90* sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isola^ 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
10 preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino add sequence of residues 1 or 26 to about 237, inclusive of Figure 2 1 2 (SEQ ID NO:295), or (b) the 
* complement of the DNA of (a). 

fa another em bodiment, the invention provides isolated PRO1026 polypeptide encoded by any of die 
isolated nackk add sequence s hereinabove defined, 
15 fa a specific aspect, die invention provides isolated native sequence PRO 1026 polypeptide, which in 

one embodiment, includes an amino add sequence comprising residues 1 or 26 through 237 of Figure 212 
(SBQIDN0395). 

In another aspect, die invention concerns an isolated PR01Q26 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
20 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 26 to about 237, inclusive of Figure 212 (SEQ ID NO:295). 

In a further aspect, the invention concerns an isolated PRO1026 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95% positives when compared 
25 sequence of residues 1 or 26 through 237 of Figure 212 (SEQ ID N0295). 

In a still further aspect, the invention provides a polypeptide produced by G) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1026 polypeptide having the 
sequence of amino add residues from about 1 or 26 to about 237, indusive of Figure 212 (SEQ ID NO:295), 
or (b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
30 sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (n) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

fa yet another embodiment, the inventi^^ PRO1026 
35 polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PRO1026 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 
a native PRO1026 polypeptide, by contacting the native PRO1026 polypeptide with a candidate molecule and 
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iwjnitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, die invention concerns a composition comprising a PR01G26 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier* 

5 92. mouM 

A cDNA dime (DNA59616-1455) has been identified, that encodes a novel polypeptide, designated 
in the present application as "FRO1104.* 

In one embodiment, the invention provides an i s olat ed nucleic acid molecule comprising DNA 
encoding a PRO1104 polypeptide. 
10 In one aspect, tte isolated nucleic actt 

preferably at least about 85% sequence identity, more preferably at least shout 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1104 polypeptide 
having the sequence of amino add residues from sbout 1 or about 23 to about 341, inclusive of Figure 214 
(SEQroNQ^97), or (b) the complement of tte 
IS to amino or nucleic acids bmeam to 1-341, or in 

another embodiment, 23-341. 

In another aspect, die invention concerns an isolated nucleic add molecule encoding a PRO1104 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 109 
or 175 and about H3i t inclusive, of Figure 213 (SEQ ID NO:296). Preferably, hybridization occurs under 
20 stringent hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecul e comprising DNA having 
at least about 80* sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209991 
25 (DNA59616-1465), or (b) the complement of the DNA molecule of (a), hi a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209991 (DNA59616-1465). 

In a still further aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80 % sequence identity, preferably at least about 85% sequence 
30 identity, rnore preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 or about 23 to about 341, inclusive of Figure 214 
(SEQ ID NO;297), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a FRO 1 104 polypeptide 
35 having the sequence of amino acid residues from about 1 or about 23 to about 341 , inclusive of Figure 214 
(SEQ ID NO:297) , or (b) the complement of die DNA molecule of (a) , and, if the DNA molecule has at least 
about an 80 % sequence identity, preferably at least about an 85 % sequence identity, more preferably at least 
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atx»*a90% sequence identity, n^ 
the test DNA inolecule. 

fa another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DMA 
encofing a polypeptide scoring at least about 80 % positives, preferably at least about 83 % positives, more 
preioaMy at feast about 90% positives, most preferably at 1^ 
5 amino acid sequence of residues 1 or about 23 to about 341, inclusive of Figure 214 (SEQ ID NO:297), or (b) 
the complement of the DNA of (a). 

In another embodiment, the inveiition provides isolated PROl ^ 
isolated nucleic add sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 1 04 polypeptide, which in 
10 one embodiment, includes an amino add sequence comprising residues 1 or about 23 through 34 1 of Figure 
214(SEQIDNCh297). 

In another aspect, the invention con^ polypeptide, comprising an amino acid 

science having at least about 80% sequence identity, pceferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at leastabout95% sequence identity to the 

IS sequence of amino acid residues 1 or about 23 through about 341 , inclusive of Figure 214 (SEQ ID NO:297). 

in a further aspect, the invention concerns an isolated PRO1104 polypeptide, comprising an amino 
add sequence scoring at least about 80 % positives, preferably at least about 85 % positives , more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or about 23 through 341 of Figure 214 (SEQ ID NO:297). 

20 In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PROl 104 polypeptide having the 
sequence of amino acid residues from about 1 or about 23 to about 341, inclusive of Figure 214 (SEQ ID 
NO:297), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at feast about an 85 % sequence identity , more preferably at least about 

25 a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culluring 
a host eel) comprising die test DNA molecule under conditions suitable for expression of die polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

93. PRO1100 

30 A cDNA clone (DNA59619-1464) has been identified that encodes a novel polypeptide having multiple 

transmembrane domains, designated in the present application as "PROl 100.* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 100 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
35 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 100 polypeptide 
having the sequence of amino acid residues from about 1 or 21 to about 320, inclusive of Figure 216 (SEQ ID 
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N(>J29$,OT(b) the complement of the DNA n»^^ 

or nudeic acids hmeai* to refer to tro 1-320, or in another 

embodiment, 21-320* 

In another aspect, die invention concerns an isolated nucleic add molecule encoding a PRO1100 
polypeptide comprising DNA hybridizing to the complement of die nucleic add between about residues 33 or 
93 and about 992, inclusive, of Figure 215 (SEQ ID N0298). Preferably, hybridization occurs under 
stringent hybridization and wash conditions* 

b a farther aspect, the invention concerns an isol sled mririe acid molecule comprising DNA having 
at lea* about 80% sequence identity, preferably at least about 85* sequence identity, more preferably at least 
about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the hu 

(DNA59619-1464), or (b) the complement of the DNA molecule of (a), to a preferred embodiment, the 
nucleic add comprises a DNA encoding (he same mature polypqp^ 
in ATCC Deposit No. 203041 (DNA59619-1464). 

fa astifl farther aspect, the invert 
encafing a polypeptide having at least about80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of andro 
ID NO:299), or die complement of die DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PROl 100 polypeptide 
having the sequence of amino add residues from about 1 or 2 1 to about 320, inclusive of Figure 2 1 6 (SEQ ID 
NO:299), or (b) the complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test 
DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 100 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, and its soluble, Le. transmembrane domains deleted or inactivated variants, or is complementary 
to such encoding nucleic add molecule. 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or 21 to about 320, inclusive of Figure 216 (SEQ ID NO:299), or (b) the 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PROl 100 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
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ha specific aspect, the inventioapiovkles isolated 
one embodiment, includes an amino add sequent* comprising residues 1 or 21 through 320 of Figure 216 
(SEQIDNO:299), 

la aiwther aspect, the iiweiitkm polypeptide, comprising an amino add 

sequence having at least about 80* sequence identity, preferably at least about 85% sequence identity, more 
5 preferably* least about 90% sequence identity, most preferably at leastabout95% sequence identity to toe 
sequence of amino add residues 1 or 21 to about 320, inclusive of Figure 2 1 6 (SBQ ID N0399). 

la a tether aspect, the invention concerns an isolated PRO 1100 polypeptide, comprising an amino 
acid sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, nwst preferably at least about 95% 
10 sequence of residues 1 or 2 1 through 320 of Figure 21 6 (SEQ ID NO: 299). 
hastiU further aspect, the inveiu^ 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1100 polypeptide having the 
sequence of amino add residues from about lor 21 to about 320. inclusive of Figure 216 (SEQ ID NO :299), 
or (b) foe complement of the DNA molecule of (a), and if tho teat DNA molecule has at least about an 80% 
15 s e qu e n ce identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (H) culturing a host 
cell comprising the jest DNA molecule under conditions suitable for expression of the polypeptide, and flip 
recovering the polypeptide from die cell culture. 

In yet another embodiment, die invention concerns agonists and antagonists of die a native PROl 100 
20 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 100 antibody. 

fat a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PROl 100 polypeptide, by contacting the native PROl 100 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 100 
25 polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

94. PRQ836 

A cDN A done (DNA5 9620-1463) has been identified , having some sequence identity with SLS 1 that 
30 encodes a novel polypeptide, designated fa the present q>pl^ 

In one embodiment, the invention provides an isolated nudeic acid molecule comprising DNA 
encoding a PR0836 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
35 preferably at least about 95% sequence klentity to (a) a DNA molecufe encoding a PROW 

the sequence of amino acid residues from about 1 or 30 to about 461, inclusive of Figure 218 (SEQ ID 
NO30i), or (b) die complement of the DNA molecule of (a). The term "or" as used herein to refer to amino 
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ornidefcaridsbmeairtto M61, or in another 

embodiment, 30-461. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0836 
polypeptide comprising DNA hybridizing to 

152 and about 1447. inclusive, of Figure 217 (SEQ ID NO:300). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, invention 
at least about 80% sequence identity, preferably at least about85* sequence identity, more preferably at least 
abort 90* sequence identity, m^ 
encoding the same mature polypeptide encoded by the human 

(DNA59620-1463). or <b) the complement of the DMA molecule of (a). In a preferred embodiment, die 
nucleic add composes a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
inATCC Deposit No. 209989 (DNA59620-14O). 

Ihastm father aspect, fee inwntto 
encoding a p>lypc?tfe sequent identity, preferably at least abort sequence 

identity, more preferably at least about 90* sequence identity, most preferably at least abort 93* sequence 
identity to die sequence of amino add residues fromabort lor 30 to abort 461, 
ID NCK301), or die complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0836 polypeptide 
having the sequence of amino acid residues from about 1 or 30 to about 461 , inclusive of Figure 21 8 (SEQ ID 
NO:301), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80* sequence identity, preferably at least about an 85* sequence identity, more preferably at least about a 
90* sequence identity, most preferably at least about a 95* sequence identity to (a) or (b), isolating the test 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least abort 85* positives, more 
preferably at least abort 90* positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or 30 to about 461, inclusive of Figure 218 (SEQ ID NO:301), or (b) the 
complement of die DNA of (a). 

In another embodiment, the invention provides isolated PROS36 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0836 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 or 30 through 461 of Figure 218 
(SEQIDNO:301). 

In another aspect, the invention concerns an isolated PR0836 polypeptide, comprising an amino acid 
sequence having at least abort 80% sequence identity, preferably at least about 85* sequence identity, more 
preferably at least about 90* sequence identity, most preferably at least about 95 * sequence identity to die 
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sequence of amino add residues 1 or 30 to about 461, inclusive of Fifcure 218 (SEQ ID NO301). 

faafartber aspect, thefaveato^ 
sequence scoring at least about mpos^^ 

about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 or 30 through 461 of Figure 21ft (SEQ ID NO.301). 

fa a stffl farther aspect, the invent^ 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0836 polypeptide having die 
seqoeaceof amino acid residues from about 1 or 30 to about 461 , inclusive of Figure 218 (SEQ ID NO:30 1), 
or (b) the compkiaei* of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
sequence identity, preferably at lea^ 

sequence identity, most preferably at least about a 95% sequence identity to (a) or <b), 00 cuituring a host 
edl con^rising the test DNA molecule under c^^ 
recovering the polypeptide from the cell culture. 

fa^anrthrrrnbA^^ 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0836 antibody. 

fa a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR0836 polypeptide, by contacting the native PR0836 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

fa a still farther embodiment, the invention concerns a composition comprising a PR0836 
polypeptide, or an agonist or antagonist as hereinabove defined, fa combination with a pharmaceutical^ 
acceptable carrier. 

95. FRQ1141 

A cDNA clone (DNA59625-1498) has been identified that encodes a novel transmembrane 
polypeptide, dfflig"***** fa die present application as *PR01 141*. 

fa one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoring a PROl 141 polypeptide. 

fa one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 14 1 polypeptide 
having the sequence of amino acid ^ 1 or about 20 to about 247, inclusive of Figure 220 

(SEQ ID NO:303), or (b) the complement of die DNA molecule of (a). 

fa another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 141 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 204 
or about 261 and about 944, inclusive, of Figure 219 (SEQ ID NO:302). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more preferably at least 
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about 90% sequence identity, roost preferably at least about 95% sequence identity to (a) a DNA molecule 
eacotfing the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209992 
(DNA59625-1498) or (b) the complement of the nudcac acid molecule erf (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209992 (DNA59625-1498). 

In still a farther aspect, the invention concero an isolated nncteicacki molec^ comprising (a) DNA 
encocfing a polypeptide having at least about 80% sequence identily.prrffc^ly at teast about 85% sequence 
identity, more preferably at least about 90% sequenceidei^.inostpreferably at least ^>out 95% sequel 
identity to the sequence of amino acid residues 1 or about 20 to about 247 , inclusive of Figure 220 (SEQ ID 
NO303), or (b) the complement of die DNA of (a). 

In a further are pff t. die invention c onc erns an isolated yp^M* add ™*lfMTl[ff having at least 10 
^ nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROH41 polypeptide having the sequence ofamino add reskhjes from lor about 20^ 
about 247, inclusive of Figure 220 (SEQ ID NO303), or (b) the complement of the DNA molecule of (a), and* 
if die DNA molecule has at least about an 80% sequence identity, preferably at least about an 85% sequence 
identity, more preferably at least abouta90% sequence i 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides ah isolated nucleic acid molecule comprising DNA 
encoding a PR01141 polypeptide, with or without die N-tenninal signal sequence and/or the initiating 
methionine, and its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
about amino acid position 1 to about amino acid position 1 9 in the sequence of Figure 220 (SEQ ID NO:303). 
The transmembrane domains have been tentatively identified as extending from about amino acid position 38 
to about amino acid position 57, from about amino acid position 67 to about amino acid position 83, from about 
amino acid position 117 to about amino acid position 139 and from about amino add position 153 to about 
amino acid position 170, in die PROl 141 amino add sequence (Figure 220, SEQ ID NO:303). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives , most preferably at least about 95 % positives when compared with the 
amino add sequence of residues 1 or about 20 to about 247, inclusive of Figure 220 (SEQ ID NO:303). or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 141 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 219 (SEQ ID NO:302). 

In another embodiment, the invention provides isolated PROl 141 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 
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fa ft specific aspect, the invention provides isolated native sequence PROl 141 polyp^^ 
certataenfcodiments, in^ 
Figure 220 (SEQ ID NO303). 

faanoflier aspect, the invention 
sequence having at least about 80* sequence identity, prefi^ly at lea* 
prefenMy at least about 90% sequence identity, most preferably at least abort 95 * s*qu^ 
sequence of amino add residues 1 or about 20 to about 247, inclusive of Figure 220 (SEQ ID NO-JOS). 

fa a farther aspect, the invent comprising an amino 

add seqoenc* scoring at te 
atkastabout90*posMves,most^efc^ 

sequence of residues lor about 20 to about 247. inclusive of Rgure 220 (SEQ ID NO J03). 

fa yet another aspect, the invention concerns an isolated PROH41 polypeptide, comprising the 
* sequence of amino add residues 1 or about 20 to about 247, inclusive of Figure 220 (SEQ ID NO:303) V or a 
ffcignx* thereof sufMent top antibody. Preferably, the PROl 141 

fragment retains a qualitative bWogkalactivi^ofanativePROlMl polypeptide. 

fa a still farther aspect, the invention imividea a po 
molecule under stringent conditions with (a) a DN A molecule encoding a PROl 141 polypeptide having die 
sequence of amino acid residues from about 1 or about 20 to about 247, inclusive of Figure 220 (SEQ ID 
NO303), or (b) the complement of the DNA molecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), Qi) culturing a 
host cell comprising die test DNA molecule under conditions suitable far expression of die polypeptide, and 
(iii) recovering the polypeptide from the cell culture. 

In another embodiment, the invention provides an expressed sequence tag (EST) designated herein 
as DNA33128 comprising die nucleotide sequence of SEQ ID NO304 (see Figure 221). 

In another embodiment, die invention provides an expressed sequence tag (EST) designated herein 
as DNA34256 comprising the nucleotide sequence of SEQ ID NO:305 (see Figure 222). 

In another embodiment, die invention provides an expressed sequence tag (EST) designated herein 
as DNA47941 comprising the nucleotide sequence of SEQ ID NO:306 (see Figure 223). 

In another embodiment, the invention provides an expressed sequence tag (EST) des i g n ated herein 
as DNA54389 comprising the nucleotide sequence of SEQ ID NO307 (see Figure 224). 

96. PRQ1132 

A cDNA clone (DNA59767-1489) has been identified that encodes a novel polypeptide having 
sequence identity with serine proteases and trypsinogen and designated in die present application as 
-PROl 132.* 

fa one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 132 polypeptide. 
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b one aspect* the isolated nucleic add comprises DNA having at least 
preferably at least about 85% 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 132 polypeptide 
having the sequence of amino add residues from about 23 to about 293, inclusive of Figure 226 (SEQ ID 
NO309), or (b) the complement of die DNA molecule of (a). 
5 hi another aspect; the invention concerns an isolated nucleic acid molecule en cod ing a PR01132 

polypeptide comprising DNA hybridizing to die complement of the nucleic add between about residues 420 
and about 1232, inclusive, of Rgure 225 (SEQ ID NO:308). Preferably, hybridization occurs under stringent 
hybridization and wash conditions* 

hi a further aspect, the invention concerns an iso l a t ed n uc l e i c add molecule comprising DNA having 

10 at least slKnit 80* sequence identity, pref^ 

about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203108 
(DNA59WM489), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nndek acid comprises a DNA encoding the same mature polypeptide encoded by me human protein cDNA 

15 in ATCC Deposit No. 203108 (DNA59767-1489). 

In a still farther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence klentity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues from about 23 to about 293, inclusive of Figure 226 (SEQ ID 

20 NO:309), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PROl 132 polypeptide having the sequence of 
amino acid residues from about 23 to about 293, inclusive of Figure 226 (SEQ ID NO:309), or (b) die 

25 complement of die DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 

30 preferably at least about 90% positives, most preferably at least about 95 %positi^ 

amino acid sequence of residues 23 to about 293, inclusive of Figure 226 (SEQ ID NO:309), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 132 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 

35 length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
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b another the invention provides isolated PR01132 polypeptide encoded by any of the 

Isolated nucleic acid sequences hereinabove defined. 

b a specific aspect, die invention prortdee isolated native 
OM embodiment, includes an amino add sequence comprising residues 23 through 293 of Figure 226 (SEQ 
IDNO309). 
5 toanofter aspect the inventto 

sequence having at least aboul 80 % sequence identity, prefer^ 

prefix^ at least about 90% sequence identity, most piefentofy at 1^ 

sequence of amino arid residues 23 to about 293, inclusive of Figure 226 (SEQ ID NO309). 

In a norther aspect, the invention concerns an isolated PROH32 polypeptide, comprising an amino 
10 acid sequence scoring at least about 

at least about 90% positives, most ptefcnMy at least about 9S%posM^ 
sequence of residues 23 through 293 of Figure 226 (SEQ ID NO309). 

In yet another aspect, die invention concerns an isolated PROU32 polypeptide, comprising die 
scqonccof amino acid residues 23 to about 293, inclusive of Figure 226 (SEQ ID NO:309), or a fragment 
15 thereof sufficient to provide a binding ate for an anti-PROn32 antibody.. Preferably, the PROl 132 fragment 
retains a qualitative biological activity of a native PR01132 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01132 polypeptide having die 
sequence of amino add residues from about 23 to about 293, inclusive of Figure 226 (SEQ ID NO:309), or 
20 (b) die complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
25 In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 132 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROU32 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 
a native PROl 132 polypeptide, by contacting die native PROl 132 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
30 In a still further embodiment, the invention concerns a composition comprising a PRO 1132 

polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

97. PRQ1346 

35 A cDNA clone (DNA59776-1600) has been identified, that encodes a novel polypeptide, designated 

in the present application as PR01346 (or NL7), having homology to known TIB ligands. 
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In one embodiment, the invention provides an isolated nucleic acid molecule comprising ONA 
eroding an NL7 polypeptide. 

In one aspect, Use isolated nucleic add comprises DNA havtag at least about 80^ 
preferably at least about 85 % sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding an NL7 polypeptide having 
die sequence of amino acid residues from about 51 to about 461, inclusive of Figure 228 (SEQ ID NO:314), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic add molecule encoding an NL7 
polypeptide comprising DNA hybridizing to the Cfflnplcment of the nucleic add between about nrkotides 1-3 
CATC) and about 1381-1383 (CGC, preceding the TAQ stop codon), inclusive, of Figure 227 (SEQ ID 
NO£13). Preferably, hybridization occurs under stringent hybridization and wash conditions. 

In a farther aspect, the invent^ 
at least about 80% sequence identity, preferably at leastabout 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encodmg the same mature polypeptide encoded by (he human protein cDN A in ATCC Deposit No. 203128 
(DNA59776-1600), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203128 (DNA59776-1600). 

In a still farther aspect, the invention concerns an isolatspd nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 51 to about 461, inclusive of Figure 228 (SEQ 
ID NO:314), or the complement of the DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule having at least about 1000 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding an NL7 polypeptide having the sequence ofamino add residues fkom about 51 to 
Inclusive of Figure 228 (SEQ ID NO:314), or (b) the complement of die DNA molecule of (a), and, if the 
DNA molecule has at least about an 80 % sequence identity, preferably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nudeic add molecule comprising DNA 
encoding an NL7 polypeptide, with or without die initiating methionine, or its soluble forms, i.e. 
transmembrane domain deleted or inactivated variants, or is complementary to such encoding nucleic acid 
molecule. The transmembrane domain has been tentatively identified as extending from about amino acid 
position 31 to about amino acid position 50 in the NL7 amino acid sequence (Figure 228, SEQ ID NO:314). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
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amino add sequence of residues SI to about 461, inclusive of Figure 228 (SEQ ID N0314), or (b) the 
CQmptanentof the DNA of (a). 

fa a father aspect the inv ention concerns an isolated nucleic add molecule, at least about 200 bases 
in kngA. wbich encodes a fragment of a native NL7 polypeptide. 

In another embodiment, tbe invention provides an isolated NL7 polypeptide encoded by any of the 

UwL^*J minit 1 ■ — — m m * mm* mm m j% 

•J jSOJSBBS DDCKIC BCM SCuUCljGeS UBjCMiaDOVO QCIinCtt» 

In a specific aspect, the Invention provides an isolated native sequence NL7 polypeptide, wbkh in one 
emlwBmeat, includes an am^ 
(SEQIDNCh314). 

In another aspect, the invention concerns an is o la te d NL7 polypeptide, comprising an amino acid 
10 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% seqoence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino add residue* Ito 

h a further: aspect, the invention concerns an isolated NL7poJypqtide^coiiipri^ an andno add 
sequence scoring at least about 80% positives, prefcrahly at least 
IS about 90% positives, most preferably at least about 95% positives when compared with die amino add 
sequence of residues 51 to 461 of Figure 228 (SEQ ID NO:314). 

In yet another aspect, the invention concerns an isolated NL7 polypeptide, comprising the sequence 
of ammo acid residues from about 51 to about 461, inclusive of Figure 228 (SEQ ID NO:314), or a fragment 
thereof sufficient to provide a binding site for an anti-NL7 antibody. Preferably, the NL7 fragment retains a 
20 qualitative biological activity of a native NL7 polypeptide. 

In a still further aspect, die invention provide* a polypeptide produced by (i) hybridizing a test DN A 
molecule under stringent conditions with (a) a DNA molecule encoding an NL7 polypeptide having the 
sequence of amino acid residues from about 51 to about 461, inclusive of Figure 228 (SEQ ID NO:314), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
25 sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a £5% seqpeace identity to(a) or (bM 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native NL7 
30 polypeptide. In a particular embodiment, the agonist or antagonist is an antj-NL7 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native NL7 polypeptide, by contacting the native NL7 polypeptide with a candidate molecule and monitoring 
a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising an NL7 polypeptide, 
35 or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 



206 



WOWV73454 



PCT/DS00/08439 



98. FROU31 

A cDNA clone (DNA59777-1480) has been identified that encodes a novel polypeptide having 
sequence identity with LDL receptors and designated in the present application as *PR01131.* 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01131 polypeptide. 

In cue aspect, the isolated nucleic add comprises DNA having at least aboi* 
pidenddy at teast about 85% sequence identity, m^ 
preferably at least about 95% seque«» identity to (a) a DN^ 

having me sequence of amino add residues from about 1 to about 280, inclusive of Figure 230 (SEQ ID 
NO:319), or (b) the complement of the DNA molecule of (a), 

in another aspect, the invention concerns an isolated nucleic add molecule encoding a PROH31 
polypeptide co i np ris l n g DNA 

and about 983, inclusive, of Figure 229 (SBQ ID NOJ18). Preferably , hyfari^^ 
hybridisation and wash conditions* 

In a tetter aspect, tto inversion concern an isolated m 
at least about 80% sequence identity, preferably at least aboia 85% sequent 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203111 
(DNA59777-1480), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203111 (DNA59777-1480). 

In a still further aspect, the invention concerns an isolated nuclei c acid molecule comprising (a) DNA 
encoding a polypeptide having at least about sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino add residues from about 1 to about 280, inclusive of figure 230 (SEQ ID 
NOJ 19), or die complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule having at least about SO 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1131 polypeptide having die sequence of 
amino add residues from about 1 to about 280, inclusive of Figure 230 (SEQ ID NCH319), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROU31 polypeptide in its soluble form, Le, transmembrane domain deleted or inactivated 
variants, or b complementary to such encoding nucleic add molecule. The transmembrane domain (type D) 
has been tentatively identified as extending from about amino acid positions 49-74 in the amino acid sequence 
of Figure 230, SEQ ID NO:319. 
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b another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at feast about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% posithres when compared with the 
amino add sequence of residues 1 to about 280, inclusive of Figure 230 (SEQ ID N0319), or (b) the 
complement of the DNA of (a). 
5 Another embodiment is directed to fragments of a PRO! 131 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably frirai about 2^ 
50 imricorirtcs fa length, and mort 

b another embodiment, the invention provides isolated PROl 131 polypeptide encoded by any of die 

■ Mm jA^lAj^ M ^4*1.1^ a ai J m m ^— m ^ m m m mm m mm 1m> mmm mm mm ■% ■ Mrnmm} m mm 

W\j 150*3160- fnpyfff fy ctv-KI &v4JI1CTp vvT jj^rp-iffflp^yyp QCHPPO# 

hi a specific aspect, die invention provides isolated native sequence PROl 131 polypeptide, which in 
one embod im e nt , indudes an amino add sequence comprising residues 1 through 280 of Figure 230 (SEQ ID 
NCh3W). 

Id another aspect, the invention concerns an isolated PROl 131 polypeptide, coo^rismg 
IS sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 %* sequence identity to die 
sequence of amino acid residues 1 to about 280, inclusive of Figure 230 (SEQ ID NCh3 19). 

In a further aspect, the invention concerns an isolated PROH31 polypeptide, comprising an amino 
add sequence scoring at least about 80 % positives , preferably at least about 85 % positives, more preferably 
20 at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 through 280 of Figure 230 (SEQ ID NO:319). 

In yet another aspect, the invention concerns an isolated PROl 131 polypeptide, comprising the 
sequence of amino acid residues 1 to about 280, inclusive of Figure 230 (SEQ ID NO:319), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 131 antibody. Preferably, the PROl 131 fragment 
25 retains a qualitative biological activity of a native PROl 131 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 131 polypeptide having the 
sequence of amino acid residues from about 1 to about 280, inclusive of Figure 230 (SEQ ID NO:319), or (b) 
die complement of the DNA molecule of (a) , and if the test DNA molecule has at least about an 80 % sequence 
30 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
. identity, most preferably at least about a 93% sequence identity to (a) or (b), (u) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (Hi) 
recovering the polypeptide from the cell culture. 

fat yet another embodiment, die invention concerns agonists and antagonists of a native PROl 131 
35 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 131 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PROl 13 1 polypeptide, by contacting the native PROl 13 1 polypeptide with a candidate molecule and 
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monitoring a biological activity mediated by said polypeptide. . 

la a still father embodiment, die invention concerns a composition c ompri si ng a PROU31 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically 
acce p ta ble carrier. 

In another embodiment, die invention provides an expressed sequence tag (EST) designated herein 
5 as DNA43546 comprising the nuckotkie sequence of Figure 

99. FRQ1281 

A cDNA clone (DNA59820-1549) has been identified that encodes a novel secreted polypeptide 
designated in die present application as "PRO 1281*. 
10 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A 

^ encoding a PR01281 polypeptide. 

In one aspect, the isolated myJcfc add comprises DMA having at least about 80% sequence identity, 
preferably* least about 83% sequence i 

preferably at least about 95% sequence identity to (4 a DNA molecule encoding a PR01281 polypeptide 
15 having the sequence of amino arid residues from about 16 to about 775, inclusive of Figure 233 (SEQ ID 

N0326), or (b) the complement of the DNA molecule of GO. 

Ia another aspect, the invention concerns an isolated nucleic arid molecule encoding a PR01281 

polypeptide comprising DNA hybridizing to the complement of the nucleic arid between about residues 273 

and about 2552, inclusive, of Figure 232 (SEQ ID NO:325). Preferably, hybridization occurs under stringent 
20 hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80 % sequence identity, preferably at least about 85 % sequence identity » more preferably at least 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203129 
25 (DNA59820-1549), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 

nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 

in ATCC Deposit No. 203129 (DNA59820-1549). 

In a still further aspect , the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
30 identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 

identity to the sequence of amino acid residues from about 16 to about 775, inclusive of Figure 233 (SEQ ID 

NO:326), or the complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic acid molecule having at least about 50 

n ucleo t ides, and preferably at least about 1 00 nucleotides and produced by hybridizing a test DNA molecule 
35 under stringent conditions with (a) a DNA molecule encoding a PR01281 polypeptide having the sequence of 

amino acid residues from about 16 to about 775, inclusive of Figure 233 (SEQ ID NO:326), or (b) the 

complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to ^ 

fat a specific aspect, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01281 polypeptide, with or without the N-tenninal signal sequence and/or die initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from amino add position 1 through about amino add position 15 in the 
sequence of Figure 233 (SEQ ID N0526). 

In another aspect, the invention concerns an isolated nucleic acid molecule c o m pri sing (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at te 

amino add sequence of residues 16 to about 775, inclusive of Figure 233 (SEQ ID NO:326), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1281 polypeptide coding sequence that may 
find use as hybridization probes- Such nucleic add fra g m e nts are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to a 

50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01281 polypeptide encoded by any of die 

Irnlfcta it humIm* aa]/! r- nm inrinaa 1> m wiainnli mm AmttmmA 

lS OMPB U tUlvlv-K* 3 Cm SCffljO I OCS I ICJ CM 18DOVC OBJ m PO 

In a specific aspect, the invention provides isolated native sequence PR01281 polypeptide, which in 
one embodiment, includes an amino add sequence comprising residues 16 to 775 of Figure 233 (SEQ ID 
NO:326). 

In another aspect, the invention concerns an isolated PRO 128 1 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 775, inclusive of Figure 233 (SEQ ID NO.326). 

hi a further aspect, die invention concerns an isolated PR01281 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with die amino add 
sequence of residues 16 to 775 of Figure 233 (SEQ ID NO:326). 

In yet another aspect, the invention concerns an isolated FR01281 polypeptide, comprising die 
sequence of amino acid residues 16 to about 775, inclusive of Figure 233 (SEQ ID NO:326), or a fragment 
thereof sufficient to provide a binding site for an annVFR01281 antibody. Preferably, the PR01281 fragment 
retains a qualitative biological activity of a native PR01281 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01281 polypeptide having the 
sequence of amino acid residues from about 16 to about 775, inclusive of Figure 233 (SEQ ID NO: 326), or 
(b) the complement of die DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
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sequence ideality, most preferably at least about a 95% sequence identity M 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and OH) 
recovering the polypeptide from the cell culture. 

100. mam 

5 A cDNA done (DNA59827-1426) has been identified that encodes a novel transmembrane 

polypeptide, designated in the present application as "PRO1064*. 

hi one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1064 polypeptide. 

bt one aspect, die isolated nucleic add comprises PNA having at least about 

10 preferably at least about 85% sequence identity, more preferably at least about 90S sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1064 polypeptide 
having the sequence of amino add residues from about l<v about 25 to about 153, indusive of Hgioe 235 
(SEQ ID NO:334), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention c on cern s an isolated nucleic add molecule encoding a PRO1064 

15 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 532 
or about 604 and about 990, inclusive, of Figure 234 (SEQ ID NO:333). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having . 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 

20 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203089 
(DNA59827-1426) or (b) the complement of the nucleic add molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by die human protein cDNA 
in ATCC Deposit No. 203089 (DNA59827-1426). 

25 fa still a further aspect, the invention concerns an isolated nucleic acid molca dc comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 25 to about 153, inclusive of Figure 235 (SEQ ID 
NO:334), or (b) the complement of die DNA of (a). 

30 In a further aspect, die invention concerns an isolated nucleic acid molecule having at least 10 

nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1064 polypeptide having the sequence of amino acid residues from 1 or about 25 to 
about 153, inclusive of Figure 235 (SEQH>NO:334), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence 

35 identity, more preferably at least about a 90% sequence identity, most preferably at least a^ 
identity to (a) or (b), isolating the test DNA molecule. 
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b a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
- encoring a PRO1064 polypeptide, with or without (he N-tenninal signal sequence and/or the initiating 
methionine, and its soluble, i.e„ transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
aboutamino add position 1 to about amino add position 24 in the sequence of Hgum 235 (SEQ ID N0^34). 
3 The tPttSMM flbr me domain has been tentati vely identified as c j tt cn d i ng ftom about ammo acid position 89 to 
about amino acid position 110 in the PRO1064 amino acid sequence (Figure 235, SEQ ID NO:334). 

In another aspect, die invention concerns an Isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positive^ 
10 amino add sequence of residues! or about 25 to about 153, inclusive of Figure 235 (SEQ ID NO:334) f or (b) 
die complement of die DNA of (a). 
'* Another embodiment is directed to figments ^ 

find nse as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nudeotidea in 
length, preferably from about 20 to about 60 nucleotides in texigfiu mors preferably from about 20 to about 
IS 50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 234 (SEQ ID NO:333). 

In another embodiment, the invention provides isolated PRO 1 064 polypeptide encoded by any of the 
is o l a ted nucleic acid sequences hereinabove iden tifie d . 

In a specific aspect, the invention provides isolated native sequence PRO1064 polypeptide, which in 
20 certain embodiments, indudes an amino acid sequence comprising residues 1 or about 25 to about 153 of 
Figure 235 (SEQ ID NO:334). 

In another aspect, the invention concerns an isolated PRO1064 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 
25 sequence of amino add residues 1 or about 25 to about 153, inclusive of Figure 235 (SEQ ID NO:334). 

In a further aspect, die invention concerns an isolated PRO 1064 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino add 
sequence of residues 1 or about 25 to about 153, inclusive of Figure 235 (SEQ ID NO:334). 
30 In yet another aspect, the invention concerns an isolated PRO1064 polypeptide, comprising die 

sequence of amino acid residues 1 or about 25 to about 153, inclusive of Figure 235 (SEQ ID NO: 334), or a 
fragment thereof sufficient to provide a binding site for an anti-PRO 1064 antibody. Preferably, the PRO1064 
fragment retains a qualitative biological activity of a native PRO1064 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
35 molecule under stringent conditions with (a) a DNA molecule encoding a PRO1064 polypeptide having die 
sequence of amino add residues from about 1 or about 25 to about 153, indusive of Figure 235 (SEQ ID 
NO:334) f or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
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an 80% sequence identity, preferably at least a^ 
a 90% scqoencskieimty most prefer^ 
host eel cimmrising the test DNA molec^ 
(iii) recovering the polypeptide from the cell culture, 
m another rmbodhrwit, to 
5 as DNA45288 aramrising die nucleotide sequence of SEQID NO:335 (see Figure 236). 

10L PEQ1379 

A cDNA done (DNA59828-160S) has been identified that encodes a novel secreted polypeptide 
designated in me present plication as "PROim" 
10 to one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 

eacomng a PR01379 polypeptide. 

hi <meaapect, the isolated aidcfc add 
preferably* least about 85* sequence identity, mare preferabfr^ 

preferably at least about 95 % sequence identity to (a) a DNA moleeule encoding a PROI379 polypeptide 
15 having the sequence of amino add residues from about 18 to about 574. indusivo of Figure 238 (SEQ ID 
NO340), or 0>) the complement of the DNA molecule of (a). 

hi another aspect, the inverion concerns an isolated nucleic add molecule encoding a PR01379 
polypeptide cc^rising DNA hybridizing to 

about 1731, inclusive, of Figure 237 (SEQ ID NO:339). Preferably, hybridization occure under stringent 
20 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203 158 
25 (DNA598284608), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 

nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 

in ATCC Deposit No. 203158 (DNA59828-1608). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence 
30 identity, more preferably at least about 90% sequence identity^ 

identity to the sequence of amino acid residues from about 18 to about 574, inclusive of Figure 238 (SEQ ID 

NO:340), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
3 5 under stringent conditions with (a) a DNA molecule encoding a PRO 1 379 polypeptide having the sequence of 

amino add residues from about 18 to about 574, inclusive of Figure 238 (SEQ ID NO:340), or (b) the 

complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 83% sequence identity, more preferably * least about a 90% sequence 
ideatky, most preferably at least aboU 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01379 polypeptide, with or without the N-tenmnal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
5 tentatively identified as eatendtog fimn amtoo acid pod 
sequence of Figure 238 (SEQ ID NO:340). 

In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
pfefefaMyatleastal)Out90*pod 
10 amino add sequence of residues 1 8 to about 574, inclusive of Figure 238 (SEQ ID NO340), or (b) the 
complement of the DNA of (a). 
* Another enibodimetfU direct 

find use as hybridization piob^ Such nudefc add fragments are from 
length, preferably ttom about 20 to 
15 jmyfr^*!^ in Vnffh, *™t mm* preferably from about 20 to about 40 nurJmridr* in length. 

m another embodiment, the invention provides isolated PR01379 polypeptide encoded by any of the 
isolated nucleic add sequences hereinabove defined. 

ma specific aspect, the invention provides isolated native seqpenM 
one embodiment, includes an amino add sequence comprising residues 18 to 574 of Figure 238 (SEQ ID 
20 NO:340). 

In another aspect, the invention concerns an isolated PROl 379 polypeptide, comprising an amino acid 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more 
preferably at least about 90% sequence identity, most preferably at least about 95* sequence identity to the 
sequence of amino acid residues 18 to about 574, inclusive of Figure 238 (SEQ ID NO:340). 
25 m a farther aspect, the invention concerns an isolated PR01379 polypeptide, comprising an amino 

add sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino add 
sequence of residues 1 8 to 574 of Figure 238 (SEQ ID NO:340). 

In yet another aspect, the invention concerns an isolated PR01379 polypeptide, comprising the 
30 sequence of amino add residues 1 8 to about 574, inclusive of Figure 238 (SEQ ID NCh340), or a fragment 
thereof sufficient to provide a binding site for an anti-FR01379 antibody. Preferably, the PR01379 fragment 
retains a qualitative biological activity of a native PR01379 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01379 polypeptide having the 
35 sequence of amino acid residues from about 1 8 to about 574, inclusive of Figure 238 (SEQ ID NO: 340) , or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
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sequence identity, most preferably at least abou a 95 %seqi*itte identity to (a) ^ 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iiQ 

recovering the polypeptide from the cell culture. 

102. mom 

5 A cDNA clone (DNA59838-1462) has been identified, having sequence identity with protease 

inhibitory that encodes a novel polypeptide, designated in the present application as - PR0844. 9 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR0844 polypeptide. 

hone aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 
10 preferably at kast about 85% sequence 

preferably at least about 95% sequence Identity to (a) aPNAmoto 

the sequence of amino add residues from about 1 or 20 to about 111, inclusive of Figure 240 (SEQ ED 
NOJ45), or (b) die complement of the DNA molecule of (a). The teim'tf* as used herein terete m amino 
or rackfc adds iameam to refers 1-111, or in another 

15 embocfimex*, 20-111. 

In another aspect, die invention concerns an isolated nucleic add molecule encoding a PR0844 
polypeptide comprising DNA hybridizing to the complement of the mnJek add between about residues 5 or 
62 and about 337, inclusive, of Figure 239 (SEQ ID N0344). Preferably, hybridization occurs under 
stringent hybridization and wash conditions, 

20 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209976 
(DNA59838-1462), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 

25 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209976 (DNA59838-1462). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at feast about 90% sequence identity , most preferably at least about 95 % sequence 

30 identity to the sequence of aminos^ 

ID NO:345), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0844 polypeptide 
having the sequence of amino acid residues from abort lor 20 to about 111, ii^^ 

35 NO:345), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90 % sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test 
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DNA molecule. 

ta arotber aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encodmg a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
pretaMy at least dx>^ 

amino add sequence of resklues 1 or 20 to about 111, inclusive of Figure 240 (SEQ ID N0345), or (b) the 
5 eoiqtaiaioftbeDNA<>f(a). 

In another embodiment, the invention provides isolated PR0844 polypeptide encoded by any of the 
isolated nucleic a ci d sequences hereinabove dyfo*** 

In a specific aspect, the invention provides isolated native sequence PR0844 polypeptide, which in 
one aribodhnmt , hrindes an amino add seqnence comprising residues 1 or 20 through 111 of Figure 240 
10 <5EQIDNO:345). 

In another aspect, the inventioaexmcentt an isolate 
* sequence having at least about 80% sequence identity, preferably at leastabout85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at kastabout9S% sequence identity to die 
sequence of amino acid residues 1 or 20 to about 111, inclusive of Figure 240 (SEQ ID NO-345). 
15 Ina farther aspect, the invent 

sequence sawing at least about 80% positives, preferably at le^ 

about 90% positives, most preferably at least about 95% positives when compared with die amino add 
sequence of residues 1 or 20 through 1 1 1 of Figure 240 (SEQ ID NO:345). 

In a still Anther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
20 molecule under stringent conditions with (a) a DNA molecule encoding a PR0844 polypeptide having die 
sequence of amino acid residues from about 1 or 20 to about 111, inclusive of Figure 240 (SEQ ID NO: 345) , 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sfMpwwT identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about to (a) or (b), (ii) culturing a host 

25 cell comprising the test DNA moleaite under conditions suitable for expression of the polypeptide, and (iU) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of die a native PR0844 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PR0844 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
30 a native PR0844 polypeptide, by contacting the native PR0844 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR0844 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

35 

103. mom 

A cDN A clone (DNA59839- 1 461 ) has been identified, having sequence identity with sialytransferases 
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that encodes t novel polypeptide, designated in the present application as "PR084& • 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a FR0848 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at feast about 80% sequence identity, 
preferably at least about 85 * sequence identity, n»re pitfcrabty at least aboirt 90 
preferably at least about 95% sequence identify to (a) a DNA molecule encoding a TOQ848 polypeptide having 
die sequence of amino add residues from about 1 or 36 to about GOO. inclusive of Figure 242 (SEQ ID 
N0347), or (b) the complement of the DNA molecule of (a). The term "ox* as used herein to refer to amino 
or nucleic adds is meant to refer to two alternative embodiments provided herein, Lo», 1-600, or in another 
embodiment, 36400. 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR0848 
polypeptide comprising DNA lor 
* 251 and about 1945, inclusive, of Figure 241 (SEQ ID N0346). Preferably, hybridization occun under 
stringent hybs idltat lon and wash co nditfons> 

hi a farther aspect, the invention concerns an isolated nucleic acid molecule c omprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209988 
(DNA59839-1461), or (b) the complement of die DNA molecule of (a), hi a preferred embodiment, the 
nucleic acid comprises a DNA encoding die same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209988 (DNA59839-1461). 

In a still further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues n^abemt 1 or 36 to about 6XX), inclusive of Figure 242 (S^ 
ID NC347), or the complement of the DNA of (a). 

In a further aspect, die invention concerns an isolated nucleic add molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PR0848 polypeptide 
having the sequence of amino add residues from about 1 or 36 to about 600, inclusive of Figure 242 (SEQ ID 
NO:347), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino add sequence of residues 1 or 36 to about 600, inclusive of Figure 242 (SEQ ID NO J47), or (b) the 
complement of the DNA of (a). 
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m another embodiment, the invention provides isolated PR0848 polypeptide encoded by any of the 
isolated nucleic acid sequences her eina bove defined* 

ta a spedfie aspect, the invention provides isolated native sequence F 
one embodiment, includes an amino add sequence comprising residues 1 or 36 through 600 of Figure 242 
(SEQIDNO-J47). 

In another aspect, the invention concerns an isolated PRQ848 polypeptide, congHising an amino add 
sequence having at least about 80% sequctse identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 93 % sequence identity to the 
sequence of amino add residues 1 or 36 to about 600, inclusive of Figure 242 (SEQ ID N0347). 

Inafcrther aspect, the mventto 
sequence scoring at least about 80% positives, pre^ 

about 90% positives, most preferably at least about 93% positives when compared with die amino add 
* sequence of residues 1 or 36 through 600 of Figure 242 (SEQ ID NO:347). 

b a stfll farther aspect, the invention provides a polypeptide produced 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0848 polypeptide having the 
sequence of amino add residues from about 1 or 36 to about 600, inclusive of Figure 242 (SEQ ID NO :347), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence ident it y, preferably at least about an 83 % sequence identity, mote preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (n) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PR0848 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR.0848 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR0848 polypeptide, by contacting the native PR0848 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR0848 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

104. FRO1097 

Applicants have identified a cDNA done (DNA5984 1-1460) that encodes a novd secreted polypeptide 
having domains therein from the glycoprotease family proteins and the acyltransferase ChoActase/COT/CPT 
family, wherein the polypeptide is designated in the present application as "PRO1097" . 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO 1097 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
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preferably it least about 95% sequence identity to (a) a DNA molecule encoding a PRO1097 polypeptide 
having fl» sequence of amino acid residues from about lor 21 to about 91, inclusive of Figure 244 (SEQ ID 
NO:349), or (b) the conq)lanent of the DNA molccuk of (a). The term "or* as used herein to refer to amino 
or nuddc acids is meai* to refer to two alternative embodiments provided herein, Le., 1-91, or in another 
embodmw*, 21-91. 

5 fit another aspect, die invention concerns an isolated nucleic acid molecule encoding a PRO1097 

polypeptide comprising DNA hybrid^^ 

63 and about 275, inclusive, of Figure 243 (SEQ ID NCh348). Preferably, hybridization occurs under 

stringent j^ffcri fltatie p and wash condlfiflnsi 

fa a ftoher aspect, the invention ccmcem 
10 at least ^out 80% sequence identity, preferably at least about85% sequence identity, more preferably at least 

about 90% sequence identity, most preferably at least about 95 * sequence identity to (a) a DNA molecule 
* encoding die same mature polypeptide encoded by tte 203044 

(DNA5964M460). or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 

nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
IS in ATCC Deposit No. 203044 (DNA59841-1460). 

fa a stffl further aspect, the mventkm 

encoding a polypeptide having at least abom 80% sequent identity, prettily at sequence 

identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to the sequence of amino add residues 
20 ID NO-349), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule produced by hybridizing 

a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO1097 polypeptide 

having the sequence of amino acid residues from about 1 or 21 to about 91, inclusive of Figure 244 (SEQ ID 

NO: 349), or (b) the complement of the DNA molecule of (a) , and, if the DNA molecule has at least about an 
25 80 % sequence identity, preferably at least about an 85% sequence identity, more preferaWy at least about a 

90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test 

DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1097 polypeptide, with or without the N-terminal signal, sequence and/or the initiating 
30 methionine. The signal peptide has been tentative^ ideitfifi^ 

about amino acid position 20 in the sequence of Figure 244 (SEQ ID NO:349). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
35 amino add sequence of residues 1 or 21 to about 91, inclusive of Figure 244 (SEQ ID NO:349), or (b) the 
complement of die DNA of (a). 
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In another cinbodbnci^ the Invention 
isolated f freMfr acid sequences hereinabove defined* 

In t specific aspect, the invention provides isolated native sequence PRO 1 097 polypeptide, which in 
one embodiment, include 
IDN0349). 

5 In another aspect, the invention c^^ polypeptide, comprbing an amino ^ 

sequence having at least about 80* sequence identity, preferably at least about 85% sequence identity, more 
prefcral>fr at least about 90% sequence identity, moat preferably « least about 95 » sequence identity to the 
sequence of amino add residues 1 or 21 to about 91, inclusive of Figure 244 (SEQ ID NO:349). 
In a further aspect, the invent^ 
10 add sequence scoring at least about 80% positives, preferably at least about m p^ 
at lea* about 90* positives, nmtpreferabty at least about 95* positive 
* sequence of residues 1 or 21 through 91 of Figure 244 (SEQ ID NO:349). 
in a still father aspect, the hrventioo provides a polypeptide p 
molecule under stringent conditions with (a) a DNA mokcule encoding a PRO1097 polypeptide having the 
IS sequence of amino arid residues from about 1 or 21 to about 91 , inclusive of Figure 244 (SEQ ID NO:349), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80* 
sequence identity, preferably at least about an 85* sequence identity, more preferably at least about a 90* 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (HO 
20 recovering the polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO 1097 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1097 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRO1097 polypeptide, by contacting die native PRO1097 polypeptide with a candidate molecule and 
25 monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, die invention concerns a composition comprising a PRO1097 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

30 105. EgQUa 

A cDNA clone (DNA59842-1502) has been identified, having two transmembrane domains and being 
very proline rich, that encodes a novel polypeptide, designated in the present application as "PROl 153.** 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 153 polypeptide. 
35 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 153 polypeptide 
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hxvk% the sequence of amino add residues from about 1 to about 197. inclusive of Figure 246 (SEQ ID 
NO.351), or (b) the complement of the DNA molecule of (a). 

la another aspect, the invention concerns aa isolated nucleic add molecule encoding a PRO 1153 
p^iypyfrt, r^pn'c^g fMJ A hyhrMirinj m rtu* gftmptematf of the nucleic add between about residues 92 and 
about 682, indusive, of Figure 245 (SEQ ID NO350). Preferably, hybridization occurs under stringent 
5 hybridisation and wash conditions* 

In a fimher aspect, the invention concerm an isolated nucleic acM 
at least about 80% sequence identity, pnrfferitrty at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most prefen^ at least about 95% sequence iden^ 
encoring the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209982 
10 (DNA5984M5Q2), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the san» mature polypeptide encoded b^ 
* in ATCC Deposit No. 209982 (DNA59842-1502). 

Inastm farther aspect, the invention c^^ 
encodingapolypepddehavi^ sequence identity, preferably at least about 85% sequence 

IS identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 197. inclusive of Figure 246 (SEQ ID 
NCH35 1). or the complement of die DNA erf (a). 

In a further aspect, the inventkm 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 153 polypeptide 
20 having the sequence of amino acid residues from about 1 to about 197, inclusive of Figure 246 (SEQ ID 
NO:351), or (b) die complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test 
DNA molecule. 

25 In a specific aspect, the invention provides an isolated nudeic acid molecule comprising DNA 

encoding a PRO 1 1 53 polypeptide, and its soluble, i .e. transmembrane domain deleted or inactivated variants, 
or is complementary to such encoding nucleic acid molecule. The transmembrane domains have been 
tentatively identified as extending from about amino add positions 10-28 and 85-110 in the PR01153 amino 
acid sequence (Figure 246, SEQ ID NO:351). 

30 In another aspect, the invention concerns an isolated nudeic add molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 to about 197. inclusive of Figure 246 (SEQ ID NO:351), or (b) the 
complement of the DNA of (a). 

35 In another embodiment, the invention provides isolated PROl 153 polypeptide encoded by any of the 

isolated nucleic add sequences hereinabove defined. 
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Inaspedfic aspect, the taventkmpr^^ 
one cribodfaacat. includes an amino add sequence comprising residues 1 to 197 of Figure 246 (SEQ ID 
N0351). 

In another aspect, the invention concerns an isolated PRO 1 1 53 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at feastabout85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at leastabout95% sequence identity to the 
sequence of amino arid residues 1 to about 197. inclusive of Figure 246 (SEQ ID NO:351). 

In a further aspect, the invention concerns an isolated PROl 153 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at leasts 
atka*about90%podtive*,mostprefa 

sequence of residues 1 through 197 of Figure 246 (SEQ ID NO:351). 

Ina stffl further aspxt, the inventi^ 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 153 polypeptide having the 
sequence ofamino add residues ftra 

the complement of the DNA molec^ sequence 
identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

20 106. mam 

A cDN A clone (DNA59846- 1503) has been identified that encodes a novel aminopeptidase, designated 
in the present application as "PROl 154." 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 154 polypeptide. 

25 In one aspect, the isolated nudeic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 11 54 polypeptide 
having the sequence of amino add residues from about 1 or 35 to about 94 1 , inclusive of Figure 248 (SEQ ID 
NO :353), or (b) the complement of the DNA molecule of (a). 

30 In another aspect, the invention concerns an isolated nudeic acid molecule encoding a PROl 154 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 86 or 
188 and about 2908, inclusive, of Figure 247 (SEQ ID NO:35 2). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nudeic add molecule comprising DNA having 

35 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 209978 
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(DNA59846-1503), or (b) the complement of At DNA molecule of (a). In i preferred embodiment, die 
rock* add comprises a DN A encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209978 (DNA59846-1503). 

ha still father aspect, the invention concerns antedated nu d eic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
5 ideality, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues ficomabout lor 35 to about 941, inclusive of Figure 248 (SEQ 
ID N0353), or the complement of the DNA of (a). 

In a father aspect, the invention c o n c erns an isolated nucleic add molecule pro duce d by hyb ridizing 
a tot DNA molecule under stringent conditions with (a) a DNA molecule encoding a PROl 154 polypeptide 
10 havhigAe sequence ofamiiuackl residue 1 or 35 to about 941, inclusive of Figure 258 (SEQ 

ID N0353), or (b) the complement of die DNA molecule of (a), and, if die DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at feast abiut 
a 90% sequence identity, most preferably at kast about a 95 %seqoeim identity to (a) or (bX isolating Ihe test 
DNA molecule. 

IS hi another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with tbc 
amino acid sequence of residues 1 or 35 to about 941, inclusive of Figure 248 (SEQ ID N0353), or (b) the 
complement of the DNA of (a). 

20 In another aspect, die invention concerns an isolated nucleic acid molecule consisting essentially of 

DNA encoding a polypeptide having amino acids 1 or 35 through about 73 of SEQ ID NO:353. 

In another embodiment, the invention provides isolated PROl 154 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 154 polypeptide, which in 

25 one embodiment, includes an amino acid sequence comprising residues 1 or 35 to 941 of Figure 248 (SEQ 
ID NO:353). 

In a specific aspect, the invention provides a polypeptide having amino acids 1 or 35 through about 
73 of SEQ ID NO:353. 

In another aspect, the invention concerns an isolated PRO 1 1 54 polypeptide, comprising an amino acid 
30 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 35 to about 941, inclusive of Figure 248 (SEQ ID NO:353). 

In a further aspect, the invention concerns an isolated PROl 154 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
35 at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or 35 through 941 of Figure 248 (SEQ ID NO:353). 
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In yet another aspect, the invention concerns an isolated PROl 154 polypeptide, comprising the 
sequence of amino ackl residues 1 or 35 to about 941, inclusive of Figure 248 (SEQ ID NO:353), or a 
fragment thereof sufficient to provide a binding site for an anti-PROl 154 antibody. Preferably, the PRO 1154 
fragment retains a qualitative biological activity of a native PR01154 polypeptide. 

In a still finite aspect, tfao invention provides a polypeptide produced ty(Qty 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01154 polypeptide having the 
sequence of amino add residues from about 1 or 35 to about 941, inclusive of Figure 248 (SEQ ID NO:353), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from die cell culture* 

to yet another embodiment, die invention conrera agonists and antagonto 
polypeptide, to a particular embodimen t, thoagonistor ant ago nist Is an anti-FROl 154 antibody. 

to a tether embodiment, the invention coneenis a metfiodtf identifying agonists or antagonists of 
a native PROl 1 54 polypeptide, by contacting the native PROl 1M polypeptide with a candid 
monitoring a biological activity mediated by said polypeptide. 

to a still further embodiment, die invention concerns a composition comprising a PROl 154 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

107. FRQ1181 

A cDNA clone (DNA59847-15U) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PROl 181 \ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 181 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 181 polypeptide 
having the sequence of amino add residues from about 1 or about 16 to about 437, inclusive of Figure 250 
(SEQ ID NCH355), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 181 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 17 
or about 62 and about 1327, inclusive, of Figure 249 (SEQ ID NO:354). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nudek acid molecute comprising DNA having 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule ' 
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enuring die same mature i»|ypeptito arcoded 

(DNA59847-15U) or (b) the complement of the nucleic acid moiecuk of (a). In a preferred embodiment, the 

inckfe acid comprises a DNA 

in ATCC Deposit No. 203098 (DNA59847-1511). 

In stffl a further aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
5 eacodtagapdypeptideha^ 
ide^moiepteftia^ 

identity to die sequence of anrinoacidresidiics 1 orabout 16to 
NO-3S5), or (b) the conqOement of theDNAof (a). 

ba farther aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
10 nucleotides and produced by hybridizing a test DNA molecule tinder stringent conditions with (a) a DNA 
molecule encoding a PROl 181 polypeptide having the sequent 
* about 437, inclusive of Figure 250 (SEQ ID NO:355), or (b) the complement of the DNA molecule of (a), and, 
iftheDItt molecule has at least al^ 

identity, more preferably at least about a 90% sequence identity, nx»t preferably at 1^ 

IS identity to (a) or (b), isolating the test DNA molecule* 

In a specific aspect, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROU81 polypeptide, with or without the N-tenninal signal sequence and/or die initiating 
methionine or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino add position 1 5 in the 

20 sequence of Figure 250 (SEQ ID NO:355). The transmembrane domain is at amino adds positions 243-260 
of Figure 250. 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
25 amino add sequence of residues 1 or about 16 to about 437, inclusive of Figure 250 (SEQ ID NO:355), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01181 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length* preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
30 SO nadeotides in length and most preferably from ajbout 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 249 (SEQ ID NO:354). 

In another embodiment, die invention provides isolated PROl 1 8 1 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

hi a specific aspect, die invention provides isolated native sequence PROl 1 8 1 polypeptide, which in 
35 certain embodiments, includes an amino acid sequence comprising residues 1 or about 16 to about 437 of 
Figure 250 (SEQ ID NO:355). 
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b another aspect, the inventkaom^ 
sequence having at least about 80% sequence identity, prefcrabty at least a^ 
preferably at least about 90% sequence identity, most prefe^ 

sequenceof amino acid residues 1 or about 16 to about 437, inclusive of Figure 250 (SEQ ID NO:355). 

In a farther aspect, tbe irwentioacc^^ polypeptide, comprising an amino 

ack! sequence scoring at least ab 
at least about 90% positives, preferably at least 

sequence of residues 1 or about 16 to about 437, inclusive of Figure 250 (SEQ ID NO:355). 

In yet another aspect, die invention concerns an isolated PR01181 polypeptide, comprising die 
sequence of amino acid residues 1 or about 16 to about 437, inclusive of Figure 250 (SEQ ID NO:355), or a 
ftagmerttheieof sufficient to piovi^ Preferably, the PROl 181 

fragment retains a qualitative biological activity of a native PRO 1181 polypeptide. 

fit a stm further aspect, the invention provides a polypeptide produced ttyffl 
molcculo under stringent conditions with (a) a DNA molecule encoding a PROl 181 polypeptide having the 
sequence of amino add residues from about 1 or about IS to about 437, inclusive of Figure 250 (SEQ ID 
NO:355), or (b) the complement of tbe DNA molecule of (a), and if the test DNA molecule has at least about 
an 80* sequent identity, preferably*^ more preferably at least about 

a 90% sequence identity, ino^ 

host cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
Cm) recovering the polypeptide from the cell culture. 

108* bbqub 

A cDNA clone (DNA59848-1512) has been identified, having homology to nucleic acid encoding 
congtutinin that encodes a novel polypeptide, designated in the present application as "PROl 182". 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 182 polypeptide. 

In one aspect, the isolated iiuclek add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 182 polypeptide 
having tbe sequence of amino acid residues from about 1 or about 26 to about 27 1 , inclusive of Figure 252 
(SEQ ID N0357). or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 182 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 67 
or about 142 and about 879, inclusive, of Figure 251 (SEQ ID NO:356). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequel 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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encodes the same mature polypeptide encoded by the human protein cDNA in ATOC Deposit No. 203088 
(DNA59848-1512) or (b) the complement of the nucleic acid molecule of (a). In a preferred e mb o dim en t, the 
nudrie acid comprises a D 
in ATCC Deposit No. 203088 (DNA598484512). 

In still a fiirther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at 1^ 
idenfty.more preferably at least about 90% seqwmce identic 
Motif to the sequence of amino acid residues Icr about 26 to about ^ 
NOS57), or (b) the complement of the DNA of (a). 

Ea a father aspect, the invention concerns an isolated nucleic add molecule having at least 10 
mdeeddea and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROl 182 polypeptide having the sequence of amino add 

about 271. inclusive of Figure 252 (SEQ ID NCh357), or (b) the complement of the DNA molecule of (a), and, 
iflbo DNA mokcute hat at least abo^ 

idcntity»i mre pr efe rably at least about a 90* sequence identic, most preferably at 
identity to (a) or (b), isolating the test DNA molecule. 

hi a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROl 182 polypeptide, with or without die NHerminal signal sequence and/or die initiating 
methionine or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino acid position 25 in the 
sequence of Figure 252 (SEQ ID NO:357). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 271, inclusive of Figure 252 (SEQ ID NO:357), or (b) 
die eomplcment of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 182 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 ««*i*^riHf in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from die nucleotide sequence shown in Figure 251 (SEQ ID NO:356). 

In another embodiment, die invention provides isolated PRO 1 1 82 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 182 polypeptide, which in 
certain embodiments, includes an amino add sequence comprising residues 1 or about 26 to about 271 of 
Figure 252 (SEQ ID NO:357). 

In another aspect, the invention concerns an isolated PRO 1 1 82 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
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preftstty at least about 90* sequence identic most prefer^ at 1^ 

sequence of amii» acid residues 1 orabout26 to about 271, inclusive of Figure 252 (SEQ ID NO:357). 

ha father aspect, the invention c^^ comprising an amino 

add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least abom 95* p<^ 
5 sequence of residues l«r about 26 to 

In yet another aspect, the invention concerns an isolated PR01182 polypeptide, comprising the 
sequence of antacid residues 1 or ab^ 

ftagmetf&ereof sufficient to prov^ Preferably, the PRO 11 82 

fragment retains a qualitative biological activity of a native PROH82 polypeptide. 
10 In a stiH father aspect, the invention pn^ 

molecule under stringent conditio* wifc«^ 
* sequence of amino acid residues ftom about 1 or about 26 to about 271, inclusive of Figure 252 (SEQ ID 

N03S7), or (b) die complement of the DNA molecule of (a), and if the test DNAnwlecu^ 

an 80* sequence identity, preier^^ 
15 a 90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b). 00 culturing a 

host cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 

(in) recovering the polypeptide from the cell culture. 

In yet another embodiment, the Invention concerns agonists and antagonists of a native PRO 11 82 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 182 antibody. 
20 In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 

a native PRO 1 1 82 polypeptide by contacting die native PRO 1 1 82 polypeptide with a candidate molecule and 

monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROH82 

polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
25 acceptable carrier. 

109. PRQ1155 

A cDNA clone (DNA59849-1504) has been identified, having sequence identity with neurokinin B 
that encodes a novel polypeptide, designated in the present application as "PRO 1155.* 

30 In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 

encoding a PROH55 polypeptide. 

In one aspect, die isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85* sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95* sequence identity to (a) a DNA molecule encoding a PROl 155 polypeptide 

35 having the sequence of amino acid residues from about lor 19 to about 135. inchm 

NO: 359), or (b) die complement of the DNA molecule of (a). The term "or* as used herein to refer to nucleic 
or amino acids is meant to convey alternative embodiments, i.e., 1-135 or alternatively in another embodiment, 
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19-W. 

In another aspect, the invention concern* an isolated nucleic add molecule encoding a PRO 1155 
polypeptide comprising DNA hybridiztof to the complement of the nucleic add between about residues 158 
or 212 and about 562, inclusive, of Figure 253 (SEQ ID NO:358). Preferably, hybridization occurs under 
stringent hybridization and was h conditional 
5 fit ttbrthcraspe^ Aeuwcn&m 

at feast about 80% sequence identity , preferably at least about 85 * sequence Meiitity.m^ 
about 90* sequence identity, most preferably at least about 93 % sequence identity to (a) * DNA molecule 
encodmg the same man^ 209986 
(PNA59849-1504), or (b) the complement of the DNA molecule of (a). In a preferred enrtwdiment, the 

10 nucleic add comprises a DNA encoding the same mature polypeptide encoded by die human protein cDN A 
in ATCC Deposit No. 209986 (DNA59849-1504). 

In a still further aspect, the inventkm concent an teol^ 
encodbf apolypeptkieha sequence identity, preferably at least about 85% sequence 

identity, more preferably at feastabout90% sequence identity, most preferably at least about 95% sequence 

IS identity to the sequence of ami^ 

ID NCH359) , or the complement of the DNA of (a) . 

In a further aspect, the invention concents an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent corjditions with (a) a DNA molecule encoding a PROl 155 polypeptide 
having the sequence of amino acid residues from about 19 to about 135, inclusive of Figure 254 (SEQ ID 

20 NO:359), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or 19 to about 135, inclusive of Figure 254 (SEQ ID NO:359), or (b) the 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PROl 155 polypeptide encoded by any of the 
30 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 155 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 or 19 through 135 of Figure 254 
(SEQIDNO:359). 

In another aspect, the invention concerns an isolated PROl 155 polypeptide, comprising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence ^entity to the 
sequence of amino add residues 1 or 19 to about 135, inclusive of Figure 254 (SEQ ID NO:359). 
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hi a farther aspect, the invention concerns an isolated PRO 1155 polypeptide, comprising an amino 
acid sequence scoring at least about 80 % positives, preferably at least about 85 * positives, more preferably 
atleartabout90% positives, most preferab^ 

sequence of residues 1 or 19 through 1 35 of Figure 254 (SEQ ID N0359). 

hi a still farther aspect, the invention provides a polypeptide 
mokcuk under stringent conditions with (a) a DNA molecule encoding a PR01155 polypeptide having the 
sequence of amino acid residues from about 1 or 19 to about 135, inclusive of Figure 254 (SEQ ID NO:359), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identic to (a) or (b), (ii) culturing a host 
ceil comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering die polypeptide from the cell culture. 

h yet mttrtfrfT +*nh*%Ahn*** l ttift fawawrtwi concerns •gftttfat* and antagonists of the a nativa FROl 155 
polypeptide. In a particular cmbodima*, the agonist or antagonist is an anti-PRO 1 1 55 antibody, 

fa a farther e m bo dim e itt , the invc^^ 
a native PROH55 polypeptide, by contacting the native PROH55 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

in a still farther embodiment, die invention concerns a composition comprising a FR01155 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

U0. FROU56 

A cDNA done (DNA59853-1505) has been identified that encodes a novel secreted polypeptide, 
designated in die present application as "PRO 1156." 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROH56 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROU56 polypeptide 
having the sequence of amino acid residues from about 23 to about 1 59, inclusive of Figure 256 (SEQ ID 
N0361), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROU56 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 281 
and about 688, inclusive, of Figure 255 (SEQ ID NO:360). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a farther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
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eroding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209985 
(DNA5985M505), or (b) the complement of tho DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypi 
in ATOC Deposit No. 209985 (DNA598S3-1505). 

In a stiU farther aspect, the inventkm 
5 encofing a polypeptide having at least about m sequence identity, prefe^ 

identky, more preferably at least about 90* sequence identity, most preferably at least about 95* sequence 
identity to the sequence of amino add residues torn a^ 
NOJ61), or the complement of the DNA of (a). 

In a farther aspect, the invention concern an isolated nucleic add molecule having at least 50 
10 nucleotides, preferably at least 100 nucleotides, and produced by hybridizing a test DNA molecule under 
stringent «mditkn» 

* add rrskfnes from about 23 to about 159, inclusive of Figure 256 (SEQ ID NOJ6 1 ), or (b) the complement 
of die DNA molecule of (a), and. if the DNA molecule hai at least about an 80 % sequence identity, preferably 
at least *out an 85% sequence identity, mm preferably at least about a 90% sequence identity, most 
15 preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

in a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a FROH56 polypeptide, with or without die N-tenninal signal sequence and/or the initiating 
m^hkntne, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as exteraling firm amii» add p . 
20 of Figure 256 (SEQ ID NO:36l). 

hi another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino add sequence of residues 23 to about 159, inclusive of Figure 256 (SEQ ID NO:361), or (b) the 
25 complement of die DNA of (a). 

hi another aspect, die invention concerns hybridization probes that comprise fragments of the PR0784 
coding sequence, or complementary sequence thereof. The hybridization probes preferably have at least about 
20 nucleotides to about 80 nucleotides, and more preferably, at least about 20 to about 50 nucleotides. 

In another embodiment, the invention provides isolated PROl 156 polypeptide encoded by any of the 
30 isolated nucleic acid sequences hereinabove defined 

In a specific aspect, the invention provides isolated native sequence PROl 156 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 23 to 159 of Figure 256 (SEQ ID 
NO:361). 

In another aspect, the invention concerns an isolated PROl 1 56 polypeptide, comprising an amino acid 
35 sequeifce having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 23 to about 159, inclusive of Figure 256 (SEQ ID NO:361). 
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In a further aspect, the invention concern an isolated PRO 11 56 
add sequence scoring at least aboitW^ 
at least *out 90% positives, 

sequence of residues 23 to 159 of Figure 256 (SEQ ID N0361). 

In yet another aspect, the invention concerns an isolated PRO 11 56 polypeptide, comprising die 
sequence of amitt> arid residues 23 to 

thereof sin^deitttoprovito^ Preferably, the PRO! 156 fragment 

retains a qualitative biological activity of a nativa PRO 1156 polypeptide. 

faastfflfoither aspect, the iin^ 
mokcnle under stringent conditkms with (a) a DNA molecule encoding a PR01156 polypeptide having tho 
sequence of amino add residues from about 23 to abwit 159. iiclusivoof Kgure256{SEQIDNO:361) f or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
sequence identity, preferably at least about an 85 X sequence identity , more preferably at least about a 90 % 
sequence identic, most preferably at lea^ 

c om prising die test DNA molecule under conditions suitable for expression of die polypeptide, and 0ii) 
recovering the polypeptide from the cell culture. 

ill. Huang 

A cDNA clone (DNA59854-1459) has been identified which encodes a novd polypeptide, designated 
in the present application as "PRO1098.* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PRO1098 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1098 polypeptide 
having the sequence of amino acid residues from about 1 or 20 to about 7^ 

NO:363), or (b) the complement of die DNA molecule of (a) . The term "or* as used herein to refer to amino 
or nucleic acids is meant to refer to two alternative embodiments provided herein, i.e., 1-78, or in another 
embodiment, 20-78. 

to another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1098 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 58 or 
115 and about 291 , inclusive, of Figure 257 (SEQ ID NO:362). Preferably, hybridization occurs under 
stringent hybridization and wash conditkms. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209974 
(DNA59854-1459), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
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mxkie acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATOC Deposit No. 209974 (DNA59854-145?). 

to a still farther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoring a polypeptide having at least about 80% sequence identity , preferably at least about 85 * sequence 
identity, more preferably at least about 90% sequent identity, most preferably at least about 95% sequence 
5 identity to the sequence of amiix> acid ^ 

ID N(fc3ti3), or the complement of the DNA of (a). 

In a further aspect, the invention concern an isolated midek add m 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO1098 polypeptide 
havkg the sequence of amino acid ttsidues from about 1 or 20 to about 78, inclusive of Figure 258 (SEQ ID 
10 NOJ63), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most prefendily at feast about a 95% sequence identity to 
DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
15 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, mare 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino add sequence of residues 1 or 20 to about 78, inclusive of Figure 258 (SEQ ID NO:363), or (b) the 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PRO1098 polypeptide encoded by any of the 
20 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1098 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 or 20 through 78 of Figure 258 (SEQ 
IDNO:363). 

In another aspect, the invention concerns an isolated PRO1098 polypeptide, comprising an amino acid 
25 sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 1 or 20 to about 78, inclusive of Figure 258 (SEQ ID NO:363). 

In a further aspect, the invention concerns an isolated PRO1098 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
30 at least about 90 % po skives , most preferably at least about 95 % positives when compared with die amino acid 
sequence of residues 1 or 20 through 78 of Figure 258 (SEQ ID NO:363). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1098 polypeptide having the 
sequence of amino acid residues from about 1 or 20 to about 78, inclusive of Figure 258 (SEQ ID NO:363), 
35 or (b) the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 
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cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 



112. FRQ1127 

A cDNA clone (DNA60283-1484) bat been Identified that encodes a novel secreted polypeptide, 
designated in the present application as *PR01 127." 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 127 polypeptide. 

In one aspect, the Isolated imckfc add comprises D 
preferably at least about 85% sequence identity, more preferably ^ 

prefaably at least about 95 * sequence Identity to (a) a DNA molecule encoding a PRO 1 127 polypeptide 
having the sequett* of amino acid residues ftom about 1 or M to aboi*<S7 t fa 
' N0365), or (b) the complement of the DNA molecule of (a). Tbetenn "or" in reference to amino or nucldc 
addsasusedheietoreferatotwoate l^towctftoodhrn*,* 
61. 

In another aspect, die invention concerns an isolated nucleic add molecule encoding a PROl 127 
* polypeptide comprising DNA hybridizing to the complement of the nucleic add between about residues 126 
or 213 and about 326, inclusive, of Figure 259 (SEQ ID N0364). Preferably, hybridization occurs under 
stringent hybridization and wash c on d ition s. 

In a further aspect, the invention concerns an isolated nudek acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA In ATCC Deposit No. 203043 
(DNA60283-1484), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203043 (DNA60283-1484). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80 % sequence identity , preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to die sequence of amino acid residues frraabout 1 or30toabout67,indusiveofRgure260(SEQ 
ID NO:365), or die complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PROl 127 polypeptide 
having the sequence of amino acid residues from about 1 or 30 to about 67, inclusive of Figure 260 (SEQ ID 
NO: 365) , or (b) the complement of die DNA molecule of (a) , and, if die DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90%sequew*klentity,nK>st^ isolating the test 

DNA molecule. 
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In t spccifie aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encodmgaPR01127pol)T>eptite The 
signal peptide has been tentatively identified as extending from amino a(^poa 
position 29 in the sequence of Figure 260 (SEQ ID NO:365). 

In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
5 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positive*, more 
preferably at least about 90% positi^ 

amino acid sequence of residues 1 or 30 to about 67, inclusive of Figure 260 (SEQ ID NO:365), or (b) the 
complement of Ae DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 1 27 polypeptide coding sequence that may 
10 find use as hyhs i dfeation probes* Such nucleic acid ftapneuts are ftom shout 20 through about 80 nucleotides 
in kcglh, preferably from about 20 fln^^ 

through about 50 nucleotides in length, and most preferably from about 20 through abo^ 

in another embodiment, die invention provide isolated PROl 127 polype 
IS isolated nucleic add sequences hereinabove defined* 

in ft specific aspect, the invention provides isolated native sequence PROITO 
one embodiment, includes an amino add sequence comprising residues 1 or 30 through 67 of Figure 260 (SEQ 
IDN0365). 

In another aspect, the invention concerns an isolated PROl 127 polypeptide, comprising an amino acid 

20 sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 30 to about 67, inclusive of Figure 260 (SEQ ID NO:365). 

fat a further aspect, the invention concerns an isolated PRO! 127 polypeptide, comprising an amino 
acid sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 

25" at least about 90% positives, most preferably at least about 95 % traitives when compared with tto 
sequence of residues 1 or 30 through 67 of Figure 260 (SEQ ID NO:365). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 127 polypeptide having the 
sequence of amino add residues from about 1 or 30 to about 67, inclusive of Figure 260 (SEQ ID NO:365), 

30 or (b) the complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

35 in yet another embodiment, the invention concerns agonists and antagonists of die a native PRO 1 1 27 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 127 antibody. 
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In a father embodiment, the invention concerns a method of Identifying agonists or antagonists of 
a native PROim polypeptide by contact 
monitoring a bid ogical activity mediated by said polypeptide. 

Id a still flmher embodiment, the invention concerns a composition comprising a PR01127 
polypeptide or an agonist or antagonist as hereinabove defined, is combination with a pharmaceutical^ 
ac cep table carrier. 

113. PRQ1126 

A cDNA clone (DNA60615-1483) has been identified, having homology to nucleic acid encoding 
olfactomedin that encodes a novel polypeptide, designated in the present application as *PR01 126*. 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO 1 1 26 polypeptide. 

In one aspect, the is olate d n ucleic arid comprises DNA having at least ab^ 
preferably at least about 85* sequence identity, nwre preferably at least 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROH26 polypeptide 
having the sequence of amino acid residues from about 1 or about 26 to about 402, inclusive of Figure 262 
(SEQ ID NOJ67), or (b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROH26 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 1 10 
or about 185 and about 1315, inclusive, of Figure 261 (SEQ ID NO:366). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209980 
(DNA60615-1483) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209980 (DNA60615-1483). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID 
NO:367), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1 1 26 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 402, inclusive of Figure 262 (SEQ ID N0367), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
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kfentay.more preferably at 1^ 

identity lo (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid moleculo comprising DNA 
encofing a FR01126 polypeptide, with or without die N-terminal signal sequence and/or the Initiating 
methionine, or is complementary to such encoding nucleic add molecule. Hie signal peptide has been 
5 tentatively identified as extending from about amino acid position 1 to about amino acid position 25 in the 
sequence of Figure 262 (SEQ ID NO:367). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85* positives, mom 
preferably at least about 90% positives, mostpreferably at least about 95% positives when compared with the 
10 amino ackl sequence of residues lor about 26 to a^ 
die complement of die DNA of (a). 

Another embodiment is directed to fragments of a PROl 1 26 polypeptide codmg sequence that may 
find use as hybridization probes. Such nudeac add fragments are from about 20 to about 80 nucleotides in 
kagth, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
15 50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from die nucleotide sequence shown in Figure 261 (SEQ ID NO:366). 

In another embodiment, the invention provides isolated PROl 126 polypep^ 
isolated nucleic add sequences hereinabove identified. 

hi a specific aspect, the invention provides isolated native sequence PROl 1 26 polypeptide, which in 
20 certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 402 of 
Figure 262 (SEQ ID NO:367). 

In another aspect, the invention concerns an isolated PROl 126 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity , preferably at least about 85 % sequence identity, more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 
25 sequence of amino add residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID NO:367). 

In a ftirther aspect, the invention concerns an isolated PROl 126 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino add 
sequence of residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID NO:367). 
30 In yet another aspect, the invention concerns an isolated PROl 126 polypeptide, comprising the 

sequence of amino add residues 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID NO:367), or a 
fragment thereof sufficient to provide a binding site for an anti-PRO 1 126 antibody. Preferably, the PROl 126 
fragment retains a qualitative biological activity of a native PROl 126 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
35 molecule under stringent conditions with (a) a DNA molecule encoding a PROl 126 polypeptide having die 
sequence of amino acid residues from about 1 or about 26 to about 402, inclusive of Figure 262 (SEQ ID 
NO: 367), or (b) die complement of the DNA molecule of (a) , and if die test DNA molecule has at least about 
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an 80* scq«tt* identity, preftxa^ 

a 90% sequence ideinity, most preferan^ 

host ceBcoinprising the test ^ 

(MO recovering the polypeptide from the cefl culture. 

In yet another embodiment, die invention concems agonists and antagonists of a native FR01126 
5 polypeptide. In a particular embodiment, die agonist or antagonist is an an&VPROl 126 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PROH26 polypeptide by contacting the native PROU26 polypeptide withe candidate molecule and 
mentoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1126 
10 polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier* 

a 

114. PRQ1125 

A cDNA done (DNA60619-1482) has been identified, having bctartransriucin fo t nily Trp-Asp (WD) 
15 conserved regions, that encodes a novd polypeptide, designated in die present application as "PROl 125.* 
In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
en»dfogaPR01125polypep^ 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80 % sequence identity, 
preferably at least about 85 * sequence identity, more preferably it least about 90* sequence identity, most 
20 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROH25 polypeptide 
having die sequence of amino acid residues from about 1 or 26 to about 447 , inclusive of Figure 264 (SEQ ID 
NO:369), or (b) the complement of the DNA molecule of (a). As used herein, "or" when referring to nucleic 
acids or amino acids, refers to two alternative embodiments, i.e., 1-447 and 26447. 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1125 
25 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 47 or 
122 and about 1387, inclusive, of Figure 263 (SEQ ID NO.368). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85* sequence identity, more preferably at least 
30 about 90* sequence identity, most preferably at least about 95 * sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209993 
(DNA60619-1482), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209993 (DNA60619-1482). 
35 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at leastabout80* sequence identity , preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
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identity to the sequence of amino acid residues from about 1 or 26 to about 447, inclusive of Fi gure 264 (SEQ 
ID NO-.369), or the complement of the DNA of (a). 

En a further aspect, the invention concent! an Isolated nucleic acid molraile produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PROl 125 polypeptide 
having the sequence of amino add residues fromaboutlor26ioabott447,indusiv8ofFigum2M^EQID 
5 NO:36^«(b)theampleme*oftbeDN^ 

80 % sequence identity, preferably at least about an 85% sequeMeMentity. 

90% sequence Identity, most preferably at least about a 95% sequence identity to (a) or (b), iiolating the test 
DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
10 encoding a PROl 125 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
m*hitwnn* i a^i itf tyntuHU i » transmembrane domain deleted or inactivated vatiam^ 
* to sudi encoding nuclei The signal peptide has been tentatively identify 

amino acid poritkml through abrt 

m another aspect, the invention eoncenia an isolated nucleic add molecule comprising (a) DNA 
IS encoding a polypeptide scoring at least about 80% positives, preferably at least about 85* positives, more 
preferably at teast about 90% rx 

amino add sequence of residues 1 or 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369), or (b) me 
complement of the DNA of (a). 

maoHher embodiment, to 
20 isolated nucleic acid sequences hereinabove defined. 

In a sped fic aspect, the invention provides isolated native sequence PRO 1 125 polypeptide , which in 
one embodiment, includes an amino acid sequence comprising residues 1 or 26 to 447 of Figure 264 (SEQ ID 
NO:369). 

In another aspect, the invention concerns an isolated PRO 1 1 25 polypeptide, comprising an amino acid 
25 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 1 or 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369). 

In a further aspect, the invention concerns an isolated PRO 1 125 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
30 at least about 90% positives, most prefer 

sequence of residues 1 or 26 through 447 of Figure 264 (SEQ ID NO:369). 

In yet another aspect, the invention concerns an isolated PROl 125 polypeptide, comprising the 
sequence of amino acid residues 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 125 amibody. Preferably, the PROl 125 fragment 
35 retains a qualitative biological activity of a native PR01125 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROU25 polypeptide having the 
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sequoceofamlno acid residues from about 26 to about 447, inclusive of Figure 264 (SEQ ID NO:369), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule hat at least about an 80% 
sequence kk^ f preferably at least about 

sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), fii) culturing a host 
cell comprising the test DNA molecule under conditions suitable far expression of the polypeptide, and fiii) 
5 r e cov erin g tho polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO 1 1 25 
polypeptide, fo a particular enfcodm antibody. 

b a father embodiment, the faxventkmccocem a methods 
anaih*PR01125 polypeptide 
10 monitoring a biological activity mediated by said polypepti^ 

* 115. HKttMi 

A cDNA done (DNA6062M516) has been identified that encodes a novel polypeptide having 
sequence identity with venom protein A and designated in die present application as "PROH86.* 
IS {none embodiment, the invention provides an isolated nucleic add molecule comprising DNA 

encoding a PR01186 polypeptide. 

foouaspec*; the isolated micle^ 
prefeably at least about 85% sequence identity, mom preferably^ 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 11 86 polypeptide 
20 having the sequence of amino acid residues from about 20 to about 105, inclusive of Figure 266 (SEQ ID 

NO:371), or (b) the complement of die DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PROH86 

polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about residues 148 

and about 405, inclusive, of Figure 265 (SEQ ID NO:370). Preferably, hybridization occurs under stringent 
25 hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80 % sequence identity , preferably at least about 85 % sequence identity , more preferably at least 

about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 

encoding die same mature polypeptide encoded by the human protein cDNA in ATOC Deposit No. 20309 1 
30 (DNA60621-1516), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die 

nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 

in ATCC Deposit No. 203091 (DNA60621-1516). 

In a still further aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably ^ sequence 
35 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

identity to the sequence of amino acid residues from about 20 to about 105, indusive of Hgure 266 (SEQ ID 

NO:371), or die complement of the DNA of (a). 
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in a ftirtber aspect, the invention concern an isolated midefc acid 
nucleotides, and preferably at least about 100 nucleotides and produced by hyhridizfag a test DNA molecule 
under stringent conditions with (a) a DNA n^ 

amino acid residues from about 20 to about 105, inclusive of Figure 266 (SEQ ID N0371), or (b) the 
complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence 
5 identity, preferably at least about an 85% sequence identity, mow prefix 

identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating 

In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives^ 
10 amino add sequence of residues 20 to about 105, inclusive of Figure 266 (SEQ ID NO*71), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01186 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic add fragments ate from abom 20 through about 80 nucleotides 
in length, preferably from about 20 through about 60 nucleotides in length, more preferably from about 20 
15 through about 50 nucleotides in length, and most preferably from about 20 through about 40 nudeotides in 
length. 

In another embodiment, the invention provides isolated PROl 186 polypeptide encoded by any of the 
isolated nucleic add sequences hereinabove defined, 

In a specific aspect, the invention provides isolated native sequence PROl 1 86 polypeptide, which in 
20 one embodiment, includes an amino acid sequence comprising residues 20 through 105 of Figure 266 (SEQ 
ID N0371). 

In another aspect, the invention concerns an isolated PROl 186 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

25 sequence of amino acid residues 20 to about 105, inclusive of Figure 266 (SEQ ID NO:371). 

In a further aspect, the invention concerns an isolated PROl 186 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives , most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 20 through 105 of Figure 266 (SEQ ID NO:37 1). 

30 In yet another aspect, the invention concerns an isolated PROl 186 polypeptide, comprising the 

sequence of amino add residues 20 to about 105, indusive of Figure 266 (SEQ ID NO:371), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 186 antibody. Preferably, the PROl 186 fragment 
retains a qualitative biological activity of a native PROl 186 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by 0) hybridizing a test DNA 

35 molecule under stringent conditions with (a) a DNA molecule encoding a PROl 186 polypeptide having the 
sequence of amino add residues from about 20 to about 105, indusive of Figure 266 (SEQ ID NO:371), or 
(b) the complement of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% 
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sequence ideality, preferably at least about an 85 % sequence identity, more preferably at least about * 90* 
sequence identity, most preferably at leasts^ 

comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PROl 186 
polypeptide. In a particular embodiment, the agonist or antagemist is an anti-PROl 186 antibody. 

In a ftirther embodiment, die invention concerns a method of identifying a gonists or antagonists of 
a native PROl 186 polypeptide, by contacting the native PROl 186 polypeptide \<dth a catMlklate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 186 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable earner* 

116. EBQU28 

A cDNA done (DNA60G22-1525) has been identified that encodes a novel secreted polypeptide 
designated in the present application as "PR0119&" 

hi one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 198 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 198 polypeptide 
having the sequence of amino acid residues from about 35 to about 229, inclusive of Figure 268 (SEQ ID 
NO:373), or (b) the complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PROl 198 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 156 
and about 740, inclusive, of Figure 268 (SEQ ID NO:373). Preferably, hybridization occurs under stringent 
hybridization and wash conditions* 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203090 
(DNA60622-1525), or (b) die complement of the DNA molecule of (a). In a preferred embodiment, die 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203090 (DNA60622-1525), 

In a stiU further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues from about 35 to about 229, inclusive of Figure 268 (SEQ ID 
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NQ373X or the complement of die DNA of (a), 

ffi a ftnrflwf aspect, the invention concerns an isolated nucleic acfcl molecule hiving at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybrfc^^ 
under stringent conditions with (a) a DNA molecule encoding a PROl 1 98 polypeptide having the sequence of 
amino acid residues from about 35 to about 229, inclusive of Figure 268 (SEQ ID N0373), or (b) the 
5 complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
kkntiqr, preferably at least about an 85 * sequence identity, more preferably at least about a 90% sequence 
ido^, most preferably at least about a 95% 

hi a specific aspect, die invention provides an isolated nucleic arid molecule com p ri s in g DNA 
encodbg a FRO 1198 polypeptide, with or without die N-terminal signal sequence and/or the initiating 
10 methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has beat 
tentativ ely identified as extending ftp" about amino add p os iti on 1 throu g h about amino add position 33 in 

* 

the sequence of Figure 268 (SEQ ID N0373). 

In another aspects the invention conccins an isolated nucleic add molecule com p ri sin g (a) DNA 
earning a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
15 prefeobiy at least about 90% positives, most preferably at least abort 95% positives whm 

amino add sequence of residues 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 198 polypeptide coding sequence that may 
find me as hybridization probes* Such nucleic add fragments are from about 20 to about 80 nucleotides in 
20 length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1 198 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 198 polypeptide, which in 
25 one embodiment, includes an amino acid sequence comprising residues 35 to 229 of Figure 268 (SEQ ID 
NOS73). 

In another aspect, the invention concerns an isolated PROl 198 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 

30 sequence of amino acid residues 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373). 

In a farther aspect, die invention concerns an isolated PRO 1198 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 35 to 229 of Figure 268 (SEQ ID NO:373). 

35 In yet another aspect, the invention concerns an isolated PROl 198 polypeptide, comprising the 

sequence of amino ackl residues 35 to about 229, inclusive of Figure 268 (SEQ ID NO:373), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 198 antibody. Preferably, the PROl 198 fragment 
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retains a qualitative biological activity of i native PROl 198 polypeptide, 

fo a stiU father aspect 
mokcnie under stimgeniw^ 

sequence of amino acid residues frtnn about 35 Id about 229, inclusive of Figure 268 (S EQ ID N0373), or 
(b) the complement of the DN A molecule of (a), and if the test DNA molecule hat at least about an 80* 
sequtsre identity, preferably at least about an 85* sequence identty^ 
sequence identity, most preferably at least about a 95* sequence Mentfty to 

comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and 0U) 
recovering the polypeptide firom the cefl culture. 

117. PROU58 

A cDNA done (DNA60625-1507) has been identified that encodes a novel transmembrane 
polypeptide, designated in die present application as "PROl 158*. 

hi one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 158 polypeptide. 

In one aspect, the isolated nncto 
preferably at least about 85* sequence identity, inore preferably it least ab^ 

prefeably at least about 95* sequence identity to (a) a DNA molecule encoding a PROl 158 polypeptide 
having the sequence of amino acid residues from about 20 to about 123, inclusive of Figure 270 (SEQ ID 
NO:375), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 158 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 220 
and about 531, inclusive, of Figure 269 (SEQ ID NO:374). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at katt about 80* sequence identity, pre 

about 90* sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 209975 
(DNA60625-1507), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 209975 (DNA60625-1507). 

In a still further aspect, the invention concerns an isolated nudek acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95* sequence 
identity to the sequence of amino acid residues from about 20 to about 123, indusive of Figure 270 (SEQ ID 
NO£75), or die complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
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mdcrrtringotamditkmi 

amino add residua from about 20 to about 123, inclusive of Figure 270 (SEQ ID NCH375), or (b) the 
complement of fee DNA molecule of (a), and, if foe DNA molecule has at least about an 80 % sequence 
identity, preferably at least about an 85% sequena ideality, nx^ 
identity, most preferably at least abo*a»S% sequence ide^ 
5 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PROl 158 polypeptide, with or without die N-terminal signal sequence and/or the initiating 
methionine, and its soluble, Le. t rawtm^mhr anA Awnaln rffeteed or inactivated variants, or is complementary 
to such encoding nucleic add molecule. The signal peptide has been tentatively identified u 
about amino acid position 1 to about ammo add position 19 in the sequence of Figure 270 (SEQ ID NO:375). 

10 Ttwi mmOTPmhra™ foiwam ham }+*n tmrt»Hw1y liUnhfi^ fx grinding ftnm about amino acid poritkm 56 to 
about amino add position 80 in the PR01158 amino acid sequence (Figure 270, SEQ ID NO:375). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoring a polypeptide scoring at least about 80% positives* preferably at least about 85 % positives, more 
preferably at least about 90* positives, most preferably ^ 

IS amine add sequence of residues 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375), or (b) the 
complement of the DMA of (a). 

in another aspect, die invention concerns hybridization probes that comprise fragments of the 
PR01158 coding sequence, or complementary sequence thereof. Tbc hybridization probes preferably have 
at least about 20 nucleotides to about 80 nucleotides, and more preferably, at least about 20 to about 50 

20 nucleotides. 

In another embodiment, the invention provides isolated PROl 158 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, die invention provides isolated native sequence PROl 158 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 20 to 123 of Figure 270 (SEQ ID 
25 N0375). 

In another aspect, the invention concerns an isolated PROl 158 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of amino acid residues 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375). 

30 In a further aspect, the invention concerns an isolated PROl 158 polypeptide, comprising an amino 

add sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 20 to 123 of Figure 270 (SEQ ID NO:375). 

In yet another aspect, the invention concerns an isolated PROl 158 polypeptide, comprising the 

35 sequence of amino acid residues 20 to about 123, inclusive of Figure 270 (SEQ ID NO:375), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl 158 antibody. Preferably, the PROl 158 fragment 
retains a qualitative biological activity of a native PROl 158 polypeptide. 
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fn tsdll further aspect, the Invention providei«polypq)ti& ' 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 158 polypeptide having the 
sequence of amino acid residues from about 20 to about 123, inclusive of Figure 270 (SEQ ID NO.375), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80S 
sequence identity, preferably at least about an 83 X sequence identity, more preferably at least about a 90% 
sequence kl<^ty,inost preferably at least about a 95* se^ 

comprising the test DNA molecule tinder conditions suitable for expression of the polypeptide, and fin) 
recovering the polypeptide from the cell culture. 

US. PRQ1159 

A cDNA done (DNA60627-1508) has beca identified that encodes a novel secreted polypeptide, 
designated in die present application as "PROl 159". 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 159 polypeptide. 

In one aspect, the isolated nodefc 
preferably at least about 85% sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1159 polypeptide 
having me sequence of amino add residues from abot*lorabout 16 to about 90 t 
ID NO:377), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 159 
polypeptide comprising DNA hybridizing to the complement of the nucleic add between about nucleotides 92 
or about 137 and about 361, inclusive, of Figure 271 (SEQ ID NO:376). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a farther aspect, the invention concerns an isolated nudeic acid molecule comprising DNA having 
at least about 80 % sequence identity , preferably at least about 85 % sequence identity, more preferably at least 
about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203092 
(DNA60627-1508) or (b) the complement of the nudeic add molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203092 (DNA60627-1508). 

In stffl a tether aspect, me hrventto 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues lor about 16 to about 90, inclusive of Figure 272 (SEQ ID 
NO:377), or (b) me complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1 1 59 polypeptide having the sequence of amino acid residues from 1 or about 1 6 to 
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abort 90, indusive of Figure 272 (SEQ ID NO-.377), or (b) the complement of to DNA molecule of (a), and, 
if theDNA molecule has at least about an 80 * sequew* identity, prefereabiy at least abo« 
identity, inore preferably at least about*90% sequence identity,mostpre^^ 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nu cM c acid molecule co mpri sing DNA 
5 encocfing a PR01159 polypeptide, with or without die N-tenmnal signal sequence and/or die initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino add position 15 in die 
sequence of Figure 272 (SEQ ID NCh377). 

In another aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
10 encoding a polypq^ide scoring at least about 80% positives, preferably at least about 85% positives, more 
^ preferably at least about 90* positives, preferably at kj^ a 

amino acid sequence of residues lor about 16 to about 90, inchisiveof Figure272(SEQIDN0^77),or(b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROH59 polypeptide coding sequence that may 
15 find use as hybridization probes. Such nucleic acid fragments tie from about 20 to about SO nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 imckoddcs in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 271 (SEQ ID NO£76). 

hi another embodiment, the invention provides isolated PROl 159 polypeptide encoded 
20 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROl 159 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 16 to about 90 of Figure 
272(SEQE>NO:377). 

In another aspect, die invention concerns an isolated PRO 1 159 polypeptide, comprising an amino acid 
25 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90 % sequence identity . most preferably at least about 95 % sequence identity to the 
sequence of amino acid residues 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID NO:377). 

In a further aspect, the invention concerns an isolated PROl 159 polypeptide, comprising an amino 
acid sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
30 at least about 90% positives, most preferably at least about 95% positives when compared wimtfie a 
sequence of residues 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID NO:377). 

In yet another aspect, the invention concerns an isolated PROl 159 polypeptide, comprising the 
sequence of amino acid residues 1 or about 16 to about 90, inclusive of Figure 272 (SEQ ID NO:377), or a 
fragment thereof sufficient to provide a binding site for an anti-PROl 159 antibody. Preferably, the PROl 159 
35 fragment Mains a qualitative biological activity of a native PROl 159 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 159 polypeptide having the 
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sequence of amino add residues ftom about 1 or about 16 toabout 90, inclusiveof Figure 272 (SEQ ID 
NOJ77X or (b) the complement of die DNA molecule of (a), and if the test DN A molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity^ 

a 90% sequence identity, most preferably at least about a 95* sequence identity to (a)or (b), 00 culturing a 
host ctB comprising the test DNA molecuteu^ and 
5 OH) recovering Ac polypeptide from tbe cell culture. 

119. PRQ1124 

A cDNA clone (DNA60629- 1481) has been identified, having sequence identity with a chloride 
channel protein and hmg-cndothelial cell adhesion molecule-1 (EAM-1) that encodes a novel polypeptide, 
10 designated in die present application at "FR01124.* 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
eacofing a PR01124 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having least ab^ 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
IS preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01124 polypeptide 
having the sequence of amh» add reskhies from abo^ 

NO:379), or (b) the complement of the DNA molecule of (a). As used herein, "or", U., lor 22 and 25 or 
88. is used to describe two alternative embodiments. For example, the invention includes amino acids 1 
through 919 and in an alternative embodiment, provides amino acids 22 through 919 t etc. 

20 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 124 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 25 or 
88 and about 2781 , inclusive, of Figure 273 (SEQ ID NO:378). In another aspect, the invention concerns an 
isolated nucleic acid molecule hybridizing to the complement of die nucleic acid of SEQ ID NO:378. 
Preferably, hybridization occurs under stringent hybridization and wash conditions. 

25 In a further aspect, the invention concerns an isolated nucleic acid molecule comp^ 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 209979 
(DNA60629-1481), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die 

30 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 209979 (DNA60629-1481). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 

35 identity to the sequence of amino acid residues Ifrom about 1 or 22 to about 919, inclusive of Figure 274 (SEQ 
ID NO:379), or the complement of the DNA of (a). 
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In a specific aspect, die invention provides aa isolated nucleic acid molecule comprising DNA 
encoding a PROH24 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
m eth io ni ne^ and its soluble* l»e« tt ammcn p fem ia ^for^y^Hi deleted or inactivated variants, or is cwnplrmpntaty 
to such encoding nndete add molecule. The cytoplasmic end can be excluded as welL The signal peptide has 
been tentatively identified as extending from amino acid position 1 to about amino acid position 21 in the 
sequence of Figure 274 (SEQ ID NO: 179). The transmembrane domains have been tentatively identified as 
eadeo dln from about amino acid position 284 to about amino acid position 300 and from about amino acid 
position 617 to about amino add position 633 in die amino acid sequence (Figure 274, SEQ ID N0379). 

hi another aspect, the invention concerns an isolated nucleic acid molecule comprising 00 DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at about 95% positives when cop^^ 
amino add sequence of residues 1 or 22 to about 919, inclusive of Figure 274 (SEQ ID N0:379), or (b) the 
complement of the DNA of (a). 

In another embodiment, die invention provides isolated PRO 
sequences 

hi a specific aspect, tl» inveatkm provides isolated native sequence PR01124 polypeptide, which in 
one embodiment, includes an amino add sequence comprising residues 1 or 22 through 919 of Figure 274 
(SEQIDNO:379). 

hi another aspect, the invention concenis an isolated PRO 1124 polypeptide, comprising an amino acid 
sequence having at least about 90% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or 22 to about 919, inclusive of Figure 274 (SEQ ID NO:379). 

In a further aspect, the invention concerns an isolated PRO 1124 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino add 
sequence of residues 1 or 22 to 919 of Figure 274 (SEQ ID N0379). 

In a still fiirther aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 124 polypeptide having the 
sequence of amino acid residues from about lor 22 to about 919, inclusive of Figure 274 (SEQ ID NO:379), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO 1 1 24 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01124 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PROl 124 polypeptide, by contacting the native PROl 124 polypeptide with a candidate molecule and 
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mordteing an activity mediated by said polypeptide. 

Ik a still farther embodiment, the invention concerns a composition comprising a PRO 1124 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticalry 

acceptable carrier 

5 m FRQ1287 

A cDNA done (DNA61755-1554) has been identified, having homology to nucleic add encoding 
fringe protein, that encodes t novd polypeptide, designated in the present application as "PR01287*. 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01287 polypeptide. 
10 In one aspect, the isolated raiddc add comprises DNA lisv^ 

preferably at least about 85* sequence identify, moro preferably at 1^ sequence identity, most 

preferably at least about 93% sequence identity to (a) a DNA molecule encoding a PR01287 polypeptide 
having the sequence of amino add residues 1^ abort lor atou 28 to 
(SEQ ID NCh381), or (b) the complement of the DNA molecule of (a). 
15 hi another aspect, die invention concerns an isolated nucleic acid molecule encoding a PR01287 

polypeptide comprising Dl^ 

or about 736 and about 2250, indusive, of Figure 275 (SEQ ID NO-J80). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a farther aspect, the invention concerns an isolated nucleic add molecule comprising DNA having 

20 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 203 112 
(DNA61755-1554) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 

25 in ATCC Deposit No. 203112 (DNA61755-1554). 
In still a farther aspect* the 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino add residues 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID 

30 NO:381), or (b) the complement of the DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule having at least 100 • 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01287 polypeptide having the sequence of amino add residues from 1 or about 28 to 
about 532, indusive of Figure 276 (SEQ ID NO:381), or (b) the complement of the DNA molecule of (a), and, 

35 if the DNA molecule has at least about an 80 % sequence identity , pref ereably at least about an 85 % sequence 
identity t nuHe piefei^ry at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 
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In a specific aspect, the invention provides an isolated nudde add molecule comprising DNA 
encoding a PR01287 polypeptide with or without the N-tenninal signal sequence and/or tbe initiating 
methionine, or is co mp l e me nt a r y to such encoding mickie add molecule. Tbe signal peptide has beea 
tentatively identified as extending from about amino acid position 1 to about amino acid position 27 in the 
sequence of Figure 276 (SEQ ID N0381). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 * positives, more 
preferably at least about 90% positive 

amino add sequence of residues 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID NO:381), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01287 polypeptide coding sequence that may 
M find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nnc l r o rkta fa length aixlrn^ 

derived from the nucleotide sequence slwwn in Figure 275 (SEQ ID NO:380). 

In another embodiment, tiie invention provides isolated 
isol atcd nucleic add sequences hereinabove identified. 

In a sped fic aspect, the invention provides isolated native sequence PRO 1 287 polypeptide, which in 
certain embodiments, includes an amino add sequence comprising residues 1 or about 28 to about 532 of 
Figure 276 (SEQ ID NO:381). 

In another aspect, the invention concerns an isolated PR01287 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino add residues 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID NO:381). 

In a further aspect, the invention concerns an isolated PR01287 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 or about 28 to about 532. inclusive of Figure 276 (SEQ ID NO:381). 

In yet another aspect, the invention concerns an isolated PR01287 polypeptide, comprising the 
sequence of amino acid residues I or about 28 to about 532, inclusive of Figure 276 (SEQ ID NO:381), ora 
fragment thereof sufficient to provide a binding site for an anti-PROl 287 antibody. Preferably, the PROI287 
fragment retains a qualitative biological activity of a native PR01287 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01287 polypeptide having the 
sequence of amino acid residues from about 1 or about 28 to about 532, inclusive of Figure 276 (SEQ ID 
NO-J81), or (b) die complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a 



251 



WOW73454 



PCT/US00/08439 



host eel cooprising die test DNA molecule t^ 
(iii) recovering the polypeptide from the ceil culture. 

hi yet another embodiment, the invention concerns agonists and antagonists of * native PR01287 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01287 antibody. 

fa a further embodiment, the 
a native FR01287 polypeptide!^ the native PR01287 polypeptide with a candidate molecule and 

monitoring a btological 

In a still further embodiment, die invention concerns a composition comprising a PR01287 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable earner* 

M 121. mam 

AeDNAclone(DNA61g734S74 
designated in the present application as "FROBll*. 

M one embodiment, die invention provides an isolated nucleic add molecule comprising DMA 
encocfing a PR01312 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about m 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a P 
having the sequence of amino add residues from about 15 to about 212, inclusive of Figure 278 (SEQ ID 
NO:387), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 13 12 
polypeptide comprising DNA hybridizing to the complement of the nucleic add between about residues 49 
and about 642, inclusive, of Figure 277 (SEQ ID NO:386). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

Ina further aspect, the invent 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90 % sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203 1 32 
(DNA61873-1574), or (b) the complement of die DNA molecule of (a). In a preferred embodiment, die 
nudeic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203132 (DNA61873-1574). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino add residues from about 15 to about 2 1 2, indusive of Figure 278 (SEQ ID 
NO:387), or die complement of die DNA of (a). 
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Id a flirihcr aspect, the mvatfk» concern 
nnrtrolidfi, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
aider stringent conditions with (a) a DNA molecule encoding a PROD 12 polypeptide having the sequence 
of amino acid residues from about 15 to about 2 12, inclusive of Figure 278 (SBQ ID NCh387), or (b) die 
complement of die DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
5 identity, preferably at least about an 85 * sequence identity, more preferably at least about a 90 % sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating die test DNA molecule. 

fa a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01312 polypeptide, with or without die N-tenninal signal sequence and/or the initiating 
nv^tfrif , ami lit ^¥f, Lft trf^mwmhrm domain ******* «r inactivated variant*, or fc complementary 
10 to such ercoding nucleic add molecule. The signal peptide has been tentatively identified as extending from 
^ amino acid position 1 through about ammo add positkm 14 in the sequence of Rgure 278 (SEQ ID N0^87). 
The transmembrane domain has been tentative^ identified as eadend 141 
to about amino add position 160 in the PR01312 amino add sequence (Figure 278, SEQ ID N0387). 

In anodier aspect, die invention concerns an isolated nucleic add molecule comprising (a) DNA 
15 encoding a polypeptide scoring at least about 80 % positives, preferably at least about 85 % positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino add sequence of residues 15 to about 212, inclusive of Figure 278 (SBQ ID N0387), or (b) the 
complement of die DNA of (a). 

Another embodiment is directed to fragments of a PRO 1312 polypeptide coding sequence that may 
20 find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR013 12 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
25 In a spedfic aspect, the invention provides isolated native sequence PR01312 polypeptide, which in 

one embodiment, includes an amino acid sequence comprising residues 15 to 212 of Figure 278 (SEQ ID 
NO:387). 

In anodier aspect, the invention concerns an isolated PRO 1312 polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
30 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 15 to about 212, inclusive of Figure 278 (SEQ ID NO:387). 

In a further aspect, the invention concerns an isolated PRO 13 12 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably 
at least about 90 % positives , most preferably at least about 95 % positives when compared with the amino add 
35 sequence of residues 15 to 212 of Figure 278 (SEQ ID NO:387)l 

In yet another aspect, die invention concerns an isolated PRO 13 12 polypeptide, comprising the 
sequence of amino add residues 15 to about 212, inclusive of Figure 278 (SEQ ID NO:387), or a fragment 
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thereof sufficient to provide a binding sito for an anti-FR01312 antibody. Preferably, too FRO 13 12 fragment 
retains a qualitative biological activity of a native PRO 13 12 polypeptide. 

h a *ai father aspect, the inveotfcm provides »|Krf^ 
molecule under stringent condition* with (a) a DNA molecule encoding a PR01312 polypeptide having the 
sequence of amino add residues from about 15 to about 212. inclusive of Figure 278 (SEQ ID NO.387), or 
5 <b) the complement of the DNA molecule .of (a), and if die test DNA molecule has at least about an 80% 
sequence identity, preferably at le^ 

sequence identity, most preferably at least abouu 95% sequence idemily to (a) «^ 

cojpprfeing the test DNA molecule uno>r conditions suitable for expression of die polypeptide, and On) 

recovering the polypeptide from the cell culture. 

10 

a 122. 1801121 

A cDNA done (DNA62814-1521) has been identified that encodes a novel polypeptide having 
homology to myelin PO protein and df^lgnatrd in the present ipplication as *PRQ1 192,* 

In one embodiment, the invention provides an isolated noddc add molecule comprising DNA 
IS encoding a PR01 192 polypeptide. 

In one aspect, the isolated nucleic add comprises DNA having at least about 80% sequence id 
preferably at least about 85% sequence identity, more preferably at least 

preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROH92 polypeptide 
having die sequence of amino add residues from about 22 to about 215, inclusive of Figure 280 (SEQ ID 

20 NO.-389), or (b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROH92 
polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about residues 184 
and about 764, inclusive, of Figure 279 (SEQ ID NO:388). Preferably, hybridization occurs under stringent 
hybridization and wash conditions* 

25 In a farther aspect, the invent 

at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203093 
(DNA62814-1521), or (b) die complement of the DNA molecule of (a). In a preferred embodiment, the 

30 nucldc acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203093 (DNAG2814-1521). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85 % sequence 
identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 

35 identity to die sequence of amino acid residues from about 22 to about 215, indusive of Figure 280 (SEQ ID 
NOJ89), or die complement of the DNA of (a). 
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b a briber aspect, die invention concerns an isolated midefe add inolecu^ 
nucleotides, and preferably at least aboi* 100 nucleotides and p^ 
under stringent conditions with (a) a DNAnwlecute encoding a PROU 

amino acid residues ftom about 22 to about 215, inclusive of Figure 280 (SEQ ID NO:389), or (b) Ae 
complement of the DNA molecule of (a), and, if tho DNA molecule has at least about an 80* sequence 
identity, preferably at least about an 85 % sequence identity, more preferably a! least about a 90 % sequence 
Identity, most preferably at least about a 95% sequeira identity to 

b a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoring a PROH92 polypeptide, with or without the N-taminal signal sequence and/or the initiating 
methionine, and Its soluble, transmembrane domam deleted or 

to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
amino acid position 1 through about amino add jxoition 21m the sequeroeo 

Thetnmsmembrarackxnainh 153 
torough about amino add position 176 bfe PROl 192 amfauac^ 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferabty at least about 95% positives 
amino add sequence of residues 22 to about 215, inclusive of Figure 280 (SEQ ID N0389), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a FRO 1192 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

b another embodiment, die invention provides isolated PROl 192 polypeptide encoded by any of the 
isolated nucleic add sequences hereinabove defined. 

b a specific aspect, the invention provkles isolated native sequence PROl 192 
one embodiment, includes an amino add sequence comprising residues 22 to 215 of Figure 280 (SEQ ID 
NO:389). 

b another aspect, the invention concerns an isolated PRO 1 1 92 polypeptide, comprising an amino add 
sequeance having at least about 80% sequence identity, preferably* at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 22 to about 215, inclusive of Figure 280 (SEQ ID NO:389). 

In a further aspect, the invention concerns an isolated PROl 192 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 22 to 215 of Figure 280 (SEQ ID NO:389). 

b yet another aspect, the invention concerns an isolated PROl 192 polypeptide, comprising the 
sequence of amino add residues 22 to about 215, inclusive of Figure 280 (SEQ ID NO:389), or a fragment 
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tilcieofsirfBdem to provide a bn^ Preferably, the PROl 192 fragment 

retains a quaKtative biological activity of a native PROl 192 polypeptide. 

ha still further aspect, the invention providesap 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 192 polypeptide having the 
sequence of amino acid residues from about 22 to about 215, inchisive of Figure 280 (SEQ ID NO:389), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90 % 
sequence identity, most preferably at least about a 95% sequel 

comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 019 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concena 
* Polypeptide. In a particular embodiment* the agonist or antagonist is an anti-PR01192 antibody. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists of 
a ittth* PROl 192 polypeptides by con 
momioring a biological activity mediated by said polypeptide. 

In a stffl further embodiment, die invention concerns a composition comprising a PROl 192 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acocnttfolp earner* 

123. FROU60 

A cDNA clone (DNA62872-1509) has been identified that encodes a novel secreted polypeptide, 
designated in die present application as "PROl 160". 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PROl 160 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 160 polypeptide 
having die sequence of amino acid residues from about 1 or about 20 to about 90 , inclusive of Figure 282 (SEQ 
ID NO:394), or (b) the complement of the DNA molecule of (a). 

hi another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 160 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 40 
or about 97 and about 309, inclusive, of Figure 282 (SEQ ID NO:394). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203100 
(DNA62872-1 509) or (b) die complement of die nucleic acid molecule of (a). In a preferred embodiment, die 
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nucleic add comprises a DN A encoding the same mature polypeptide en cod e d by the human protein cDNA 
to ATCC Deposit No. 203100 (DNA628724509). 

In still a farther aspect, the invcntton concern an isolate 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequent Identity, most prefix 
5 identity to the sequence of amino acid residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID 
N0394), or (b) the complement of the DNA of (a). 

In a farther aspect, die invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1 1 60 polypeptide having the sequence of amino add residues from 1 or about 20 to 
10 about 90, inclusive of Figure 282 (SEQ ID N0394), or (b) the complement of the DNA molecule of (a), and, 
^ if the DNA tnolecuk has at least about an 80 % sequent 
idemky, more preferably at least a 
identify to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, die invention provides an isolated nucleic acid molecule comprising DNA 
15 encoding a PRO1160 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino add position 1 to about amino add position 19 in die 
sequence of Figure 282 (SEQ ID N0394). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 
20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino add sequence of residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID NO: 394), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 160 polypeptide coding sequence that may 
25 find use as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 281 (SEQ ID NO:393). 

In another embodiment, the invention provides isolated PRO 1 1 60 polypeptide encoded by any of the 
30 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect* the invention provides isolated native sequence PRO 1 1 60 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 90 of Figure 
282(SEQIDNO:394). 

In another aspect, die invention concerns an isolated PROl 160 polypeptide, comprising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID NO:394). 
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In a farther aspect* the invention concerns an isolated PROl 160 polypeptide, comprising an amino 
acid swpence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least aboat 90% positives, most preferably at least about 95 %posith^ 
sequence of residues lor about 20 m about 90, i^^ 

In yet another aspect, the invention concerns an isolated PRO1160 polypeptide, comprising die 
5 sequence of amino add residues 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID N0394), or a 
firagmentthereof sufficient to provide a binding site for an anti-PROl 160 antibody. Preferably, the PROl 160 
fragment retains a qualitative biological activity of a native PROl 160 polypeptide. 

In a still father aspect, the invention provides a polypeptide p^ 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 1 60 polypeptide having the 
10 sequence of amino acid residues from about 1 or about 20 to about 90, inclusive of Figure 282 (SEQ ID 
NO:394), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least ab 
a 90% s equ en c e identity, most preferably at least a^^ 

boat ccB comprising the test DNA mofcoile under conditions soitabte fbf expres s i on of the polypeptide, and 
IS (iii) recovering the polypeptide from the cell culture* 

124. BQHB 

A cDNA clone (DNA62876-1517) has been identified that encodes a novel polypeptide having 
sequence identity with cndo-beta-1 ,4-xylanase and designated in the present application as "PROl 187. • 

20 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PRO! 187 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 83% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROH87 polypeptide 

25 having the sequence of amino acid residues from about 18 to about 120, inclusive of Figure 284 (SEQ ID 
N0399), or (b) the complement of die DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic acid molecule encoding a PROl 187 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 1 72 
and about 480, inclusive, of Figure 283 (SEQ ID NO:398). Preferably, hybridization occurs under stringent 

30 hybridization and wash conditions. 

ta a further aspect, die invention concerns an isolated nudeic acid moleofc 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by die human protein cDNA in ATCC Deposit No. 203095 

35 (DNA62876-1517), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203095 (DNA62876-1517). 
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faastiU farther aspect, the invention 
enaxfing a polypeptide having at least about 80% sequence identity, priferaMy it least about 85 % sequence 
Wearily, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino add residues from about 18 to about 120, inclusive of Figure 284 (SEQ ID 
NO:39S)» or the complement of the DNA of (a). 
5 Ib a fin ifacf aspect, flie inw cot i o B coppcbjs an Isolated mririo add molecule hawk ing at least about SO 

nnefcotides, and preferably 

molecule under stringent conditions with (a) a DNA molecule encoding a PROU87 polypeptide having the 

sequence of imino add residue* from about 18 to about 120, inclusive of Figure 284 (SEQ ID N0399), or 

(b)tiKCOtx$leroentoftheDl^molec^ 
10 identity, preferably at least about an 85% sequence identity, nwre preferably at 1^ about a 
^ identity, most preferably at least about a 95% sequence identity to (a) or (b),to^ 

hi another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, mctt preferably at least about 
15 amino add sequence of residues 18 to about 120, inclusive of Figure 284 (SEQ ID NO:399), or (b) the 

complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01187 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic acid fragments are from about 20 through about 80 nucleotides 

in length, preferably from about 20 through about 60 nucleotides in length, more preferably from about 20 
20 through about 50 nucleotides in length, and most preferably from about 20 through about 40 nucleotides in 

length. 

In another embodiment, the invention provides isolated PRO 1 1 87 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 1 87 polypeptide, which in 
25 one embodiment, includes an amino acid sequence comprising residues 18 through 120 of Figure 284 (SEQ 
ID N0399). 

In another aspect, die invention concerns an isolated PRO 1 1 87 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 

30 sequence of amino add residues 18 to about 120, inclusive of Figure 284 (SEQ ID N0399). 

In a farther aspect, the invention concerns an isolated PRO 11 87 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 18 through 120 of Figure 284 (SEQ ID NO:399). 

35 In yet another aspect, the invention concerns an isolated PRO 1187 polypeptide, comprising the 

sequence of amino add residues 18 to about 120, inclusive of Figure 284 (SEQ ID NO:399), or a fragment 
thereof suffident to provide a binding site for an anti-PROl 187 antibody. Preferably, the PROl 187 fragment 
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retain a qualitative biological activity of a native PROU87 polypeptide. 

In a still further aspect, the invention provide a po 
molecule imder stringent conditions with (a) * DNA molecule encoding a PRO 1 1 87 polypeptide bating die 
sequence of amino acid residues from about 1 8 to about 1 20, inclusive of Figure 284 (SEQ ID NOJ99), or 
(b) d» complement of the DNA molecule of (a) t and if tbe test DNA molecule has at least about an 80% 
5 sequeoa identity, preferabty at le^ 

sequence identity, most preferabty at least about a 95% sequel 

comprising die test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering tbe polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists<rfdtf a native PROl 187 
10 polypeptide. In a particular embodiment, the agonist or antagonist is an annVPROl 187 antibody. 

Tna%ihfrrnrtMrift"^ 
a native PRQ1187 polypeptide, by contact the native PROl 187 polypeptifo 
monitoring a biological activity mediated by said jxrfypeptide. 

In a still further embodiment, die invention concerns a. composition comprising a PROH87 
15 polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a phannaceutkally 
acceptable carrier. 

125. PRQ1185 

A cDNA clone (DNA6288M515) has been identified that encodes a novel polypeptide having 
20 sequence identity to a glucose repression regulatory protein, topi, and designated in the present supplication 
as-PR01ia5. w 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PROH85 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
25 preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROU85 polypeptide 
having die sequence of amino acid residues from about 22 to about 198, inclusive of Figure 286 (SEQ ID 
NO:401), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1 185 
30 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 67 and 
about 597, inclusive, of Figure 285 (SEQ ID NO:400). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more preferably at least 
35 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding die same mature polypeptide encoded by the human protein cDN A in ATCC Deposit No. 203096 
(DNA62881-1515), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
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nucleic arid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203096 (DNA62881-1515). 

In a stfll further aspect, the invert 
encoding a polypeptkle having at least about 80% sequence ideiitily, preferably at least an^ 
identity, mote preferably at least about 90% sequence kieiitity, most p 
5 identity to the sequence of amino add residues fiom about 22 to about 198, inclusw 
NO:401), or the complement of the DNA of (a). 

In a further aspect, the invention concern 
micleotides, and preferably at 1 

molecule under stringent conditions with (a) a DNA molecule encoding a PROl 185 polypeptide having the 
10 sequence of amino acid residues from about 22 to about 1 98, inclusive of Figure 286 (SEQ ID NO:401), or 

(b)tteocgnplementoftheDNAmotocuteof^^ sequence 

identity, preferably at least about an 85% sequence identity, more ]»efeiably at least about a 90% sequence 

identity, most preferably at leasts 

in another aspect, the invention concerns an isolated nuckk add molecule comprising (a) DNA 
IS encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, most preferably at least about 95% positives vtto 

amino add sequence of residues 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401), or (b) the 

complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 185 polypeptide coding sequence that may 
20 find use as hybridization probes. Such nucleic acid fragments are from about 20 through about 80 nucleotides 

in length, preferably from about 20 through about 60 nucleotides in length, more preferably from about 20 

through about 50 nucleotides in length, and most preferably from about 20 through about 40 nucleotides in 

length. 

In another embodiment, the invention provides isolated PROl 185 polypeptide encoded by any of the 
25 isolated actd seque nces Ir^f ^n^l^^ ^ defined* 

In a specific aspect, die invention provides isolated native sequence PROl 1 85 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 22 through 198 of Figure 286 (SEQ 
ID NO:401). 

In another aspect, the invention c comprising an amino acid 

30 sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity 'to the 
sequence of amino acid residues 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401). 

In a further aspect, the invention concerns an isolated PROl 185 polypeptide, comprising an amino 
acid sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
35 at least about 90 % posi tives , most preferably at least about 95 % pos iti ves when compared wi th the amino acid 
sequence of residues 22 through 198 of Figure 286 (SEQ ID NO:401). 
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is yet another aspect* the invention concerns an isolated PRO 11 83 polypeptide, comprising the 
sequence of amino acid residues 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401), or a fragment 
thereof sufficient to provide a binding site far an anti-PROl 185 antibody. Preferably, the PROl 185 fragment 
retains a qualitative biological activity of a native PROl 185 polypeptide, 

ha still farther aspect* the invention provides a polypeptide pro^ 
5 mokcrfe under stringent conditions with (a) a DNA molecule encoding a PRO 1 1 85 polypeptide having the 
sequence of amino acid residues from about 22 to about 198, inclusive of Figure 286 (SEQ ID NO:401), or 
(b) the conptement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80 % 
sequence identity, preferably at least about an 85 % sequence identity, more preferably at least abofct a 90 % 
sequence identity, most preferably at least about a 95 * sequence identity to (a) or (b), (u) culturingahost cell 
10 comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and (IS) 
^ recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists aal antagonists of tl» a nath^ PROl 185 
polypeptide. In a particular embodiment, the agonist or antagonist is an ami-PROl 185 antibody. 

ha farther embodiment, the invention concern a mediod of idert 
15 a native PROl 185 polypeptide, by contacting the native PROl 185 polypep 
monitoring a biological activity mediated by said polypeptide. 

hi a still further embodiment, die invention concerns a composition comprising a PROl 185 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

20 

126. PRQ1345 

A cDNA clone (DNA64852-1589) has been identified, having homology to nucleic acid encoding 
tetranectin protein that encodes a novel polypeptide, designated in the present application as "PR01345*. 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
25 encoding a PR01345 polypeptide. 

hi one aspect, the isolated nucleic add comprises DNA having at least about 80 % sequence identity , 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01345 polypeptide 
having the sequence of amino add residues from about 1 or about 32 to about 206, inclusive of Figure 288 
30 (SEQ ID NO:403), or (b) die complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nudeic acid molecule encoding a PR01345 
polypeptide comprising DNA hybridizing to the complement of the nudeic acid between about nucleotides 7 
or about 100 and about 624, inclusive, of Figure 287 (SEQ ID NO:402). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 
35 In a farther aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at lea^ 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
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encoding die same mature polypeptide encoded by the huina^ 

(DNA648524589) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nudefe add comprises a DNA enepding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203127 (DNA64852-1589). 
In stiM a farther aspect, the invent 
5 enctod^ a polypeptide hi 

identity, more preferably at least about 90 * sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino add residues lor about 32 to about 206 t inclm 
NO:403), or (b) the complement of the DNA of (a). 

In a Anther aspect, die invention co n cern s an isolated nucleic acid molecule having at least 100 
10 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
^ molecule encoding a PRO 1345 polypeptide having the sequence of amino acid residues from 1 or about 32 to 
about 206, inclusive of Figure 288 (SEQ ID NO.403), or (b) the complement of the DNA molecule of (a), and, 
uTthe DNA molecule has at least about an 80 
idendty t more preferably at least about a 90% sequence identity, mo£ 
15 identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01345 polypeptide, with or without the N-tenninal signal sequence and/or the initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 or amino add 10 to about amino add 
20 position 31 in the sequence of Figure 288 (SEQ ID NO:403). 

In another aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 32 to about 206, inclusive of Figure 288 (SEQ ID NO:403), or (b) 
25 die complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01345 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
30 derived from the nucleotide sequence shown in Figure 287 (SEQ ID NO:402). 

In another embodiment, die invention provides isolated PRO 1345 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, die invention provides isolated native sequence PR01345 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 32 to about 206 of 
35 Figure 288 (SEQ ID NO:403). 

In another aspect, the invention concerns an isolated PR01345 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
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preferably at least about 90 % sequence identity, most preferably at least about 95 * sequence identity to the 
sequence ofamino acid residues^ 

In a further aspect, the invention concern* an isolated PR01345 polypeptide, comprising an amino 
add sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably 
at leant about 90 % positives, most preferably at least about 95% positives 
sequence of residues 1 or about 32 to about 206, inctosh* of 

In yet another aspect, the invention concerns an isolated PR01345 polypeptide, comprising the 
sequence of amino add residues 1 or about 32 to about 206^ 

fagnmthereof sufficient top Preferably, the PRG1345 

fragment retains a qualitative biological activity of a native PR01345 polypeptide. 
In a stffl further aspect, the invention p 
4 motoric under stringent conditions with (a) a DNA molecule encoding a PRO 1345 polypeptide having toe 
sequence of amino add residues from about 1 or about 32 to about 206, inclusive of Figure 288 (SEQ ID 
NO:4(B), or (b) the complement of 

an 80S sequence identity, preferably at least aboi* an 85% sequence identity, n^ 
a 90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), 00 culturirig a 
host cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
(iii) recovering the polypeptide from the cdl culture. 

In yet another embodime n t, the invention concerns agonists and antagonists of a native PR01345 
polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PR01345 antibody. 

In a ftirther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR01345 polypeptide by contacting the native PR01345 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01345 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

127. FRQ1245 

A cDNA clone (DNA64884-1527) has been identified that encodes a novel secreted polypeptide 
designated in the present application as "PR01245. • 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01245 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01245 polypeptide 
having the sequence of amino acid residues from about 19 to about 104, inclusive of Figure 290 (SEQ ID 
NO:408), or (b) die complement of the DNA molecule of (a). 

i 
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fa another aspect, the invention concern* an isolated nucleic add rookcule encoding a PR01245 
polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about residues 133 
and about 390, inclusive, of Figure 289 (SEQ ID NO:407). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invent 
5 at least about 80% sequence identity, preferably at least about 85% sequence id e nt ity, more preferably at least 
about 90% sequence identity, n»st preferably at least a 

encoding the same mature polypeptide encoded by tha human protein cDNA in ATCC Deposit No. 203155 
(DNA64884-1245), or (b) the component of the DNA molecule of (a). In a prefened embodiment, the 

fMtlHAtA rt fmX i% ajmmm^maA mm A ^ mm m mm m§t mm mu m\mM mm —mm* atiiaa am* n1lir> mmmn #2 — mm — m <l Am mW \mmmm* tmM mm mm mm mm arm m n t ^ ■ TW T A 

nucleic acta comprises a una encoding toe same mature polypeptide encoded oy tno numan protein cum a 
10 in ATCC Deposit No. 203155 (DNA64884-1245). 

In astiflftmher aspect, the invertkm 

encoding a polypeptide having at least about 80% sequel identity, preferably at least 

identity, more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 

ideality to the sequence of amino add residues from about 19 to about 104, inclusive of Pigure 290 (SEQ ID 
IS NO.408), or the complement of the DNA of (a). 

In a further aspect, the inventkm concern an isolated 

imrteotidea, and preferably at tost about 100 nucleotides and produced by hybridizing a test DNA molecule 

under stringent conditions with (a) a DNA molecule encoding a PR01245 polypeptide having the sequence of 

amino acid residues from about 19 to about 104, inclusive of Figure 290 (SEQ ID NO:408), or (b) die 
20 complement of the DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence 

identity, preferably at least about an 85 % sequence identity , more preferably at least about a 90 % sequence 

identity, most preferably at least about a 95 % sequence identity to (a) or (b) , isolating the test DNA molecule* 
In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PR01245 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
25 methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 

tentatively identified as extending from amino add position 1 through about amino acid position 18 in die 

sequence of Figure 290 (SEQ ID NO:408). 

In another aspect, die invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
30 preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with die 

amino acid sequence of residues 19 to about 104, inclusive of Figure 290 (SEQ ID NO:408), or (b) the 

complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01245 polypeptide coding sequence that may 

find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
35 length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 

50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
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In aiiother embodiment, die invention provides isolated PR01245 polypeptide encoded by any of the 
isolated nucleic add sequences hereinabove defined. 

b a specific aspect, the invention provides isolated native sequence PR01245 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 19 to 104 of Figure 290 (SEQ ID 
NO.40S). 

hi another aspect, the mveotioncoiKerns an isolated PR01245 polypeptide, amusing an amino acid 
sequence having at least about 80 * sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90* sequence identity, most preferably at least about 95* seqiieiice identity to the 
sequence of amino add residues 19 to about 104, inclushre of Figure 290 

In a farther aspect, the invention concerns an isolated FR01245 polypeptide, comprising an amino 
add sequence scoring at least about 80 * positives, preferably at least about 85 % positives, more preferably 
M at least about 90* positives, most preferably at least about 95% posits 
sequence of residues 19 to 104 of Figure 290 (SEQ ID NO:408). 

fa yet another aspect, the invention concerns an isolated PR01245 polypeptide, comprising the 
sequence of amino acid residues 19 to about 104, inclusive of Figure 290 (SEQ ID NO:40g), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01245 antibody. Preferably, the PR01245 fragment 
retains a qualitative biological activity of a native PR01245 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01245 polypeptide having the 
sequence of amino acid residues from about 19 to about 104, inclusive of Figure 290 (SEQ ID NO:408), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80* 
sequence identity, preferably at least about an 85* sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the ceil culture. 

128. EEQ1358 

A cDNA clone (DNA64890-1612) has been identified that encodes a novel polypeptide having 
sequence identity with RASP-1 and designated in the present application as "PRO 1358. w 

In one embodiment, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01358 polypeptide. 

hi one aspect, die isolated nucleic acid comprises DNA having at least about 80 * sequence identity, 
preferably at least about 85* sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95* sequence identity to (a) a DNA molecule encoding a PR01358 polypeptide 
having the sequence of amino acid residues from about 19 to about 444, inclusive of Figure 292 (SEQ ID 
NO:410), or (b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR01358 
polypeptide comprising DNA hybridizing to die complement of the nucleic acid between about residues 140 
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and*** 1417, inclusive, of Figure 292 (SEQ ID NO.410). Preferably, hybridization occurs under stringent 
hybr idbation and wash conditions. 

In a further aspect, the invention concern an isolated nucleic add 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
eacodfag the same mature polypeptide encoded by tte 

(DNA64890-1612), or (b) the complement of the DNA molecule of (a), fa a prefix embodiment, the 
nuckfc acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203131 (DNA64890-1612). 

ma stOl farmer aspect, the indention concern an isolated n^ 
encoding a polypeptide having at least aboi* 80% sequence identity, preferatty 

kkrtity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of anmio add re 
NO:410). or me complement of the DNA of (a). 

m a farther aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides » and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
untto stringent conditions with (a) a DNA molecule encoding a PR01358 polypeptide having the sequence of 
ammo add residues from about 19 to about 444, inclusive of Figure 292 (SEQ ID NO:410), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90 % sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90 % positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 19 to about 444, inclusive of Figure 292 (SEQ ID NO:410), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01358 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 80 nucleotides to about 120 
nucleotides in length. ^ 

In another embodiment, the invei^ provides isolated P 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01358 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 19 through 444 of Figure 292 (SEQ 
ID NO:410). 

In another aspect, die invention concerns an isolated PR01358 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino add residues 19 to about 444, inclusive of Figure 292 (SEQ ID NO:410). 
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m a farther aspect, the invention concern an isolated PRO 1358 polypeptide, comprising an amino 
acMseqpence scoring at least about 80*^^ 
atleasta^90* positives, most prefef^^ 
sequence of residues 19 through 444 of Figure 292 (SEQ ID NO:410). 

fin yet another aspect, the invention concerns an isolated PR01358 polypeptide, conqwdsing the 
5 sequence of amino acid residues 19 to about 444, inclusive of Figure 292 (SEQ ID NO-.410), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01358 antibody specific therefore. Preferably, the 
PR01358 fragment retains a qualitative biological activity of a native PR01358 polypeptide. 

fa a stfll father aspect, the invention provides a polypep^ 
molecule under stringent conditions with (a) a DrU mole^ 
10 sequence of amino acid residues from about 19 to about 444, inclusive of Figure 292 (SEQ ID NO:410), or 
(b) die complement of die DNA molecule of (a), and if die test DNA molecule baa at least about an 80% 
sequence identity, preferably at least abort an 85* sequent identity, 
sequence identity, most preferably at feast aboi* a 95* 

comprising the test DNA molecule under conditions suitable for expression of die polypeptide, and 02) 
15 recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists df a native PR01358 
polypeptide. In a particular embodiment, the agonist or antagonist is an aimVPR01358 antibody. 

m a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR01358 polypeptide, by contacting die native PR01358 polypeptide with a candidate molecule and 
20 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01358 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

25 129. PRQ1195 

A cDNA done (DNA654 12-1523) has been identified that encodes a novel polypeptide having 
sequence identity with a mouse proline rich acidic protein and designated in the present application as 
"PR01195.* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
30 encoding a PROl 195 polypeptide. 

In one aspect, die isolated nucleic add comprises DNA having at least about 80 * sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95* sequence identity to (a) a DNA molecule encoding a PR01195 polypeptide 
having the sequence of amino add residues from about 23 to about 151, inclusive of Figure 294 (SEQ ID 
35 NO:412), or (b) the complement of the DNA molecule of (a). 

In another aspect, die invention concerns an isolated nucleic add molecule encoding a PROl 195 
polypeptide comprising DNA hybridizing to die complement of die nucleic acid between about residues 124 
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and about 510, inclusive, of Figure 293 (SEQ ID NO:41 1). Preferably, hyhridfeatkmoc^ 
hybridization and wash conditions. 

In a further aspect, the invention concern an isolated nucleic add molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence 

about 90% sequence identity, most preferably at least about 95 * sequence identity to (a) a DNA molecule 
5 encoding the same mature polypeptide encoded by die human protein cDN A in ATGC Deposit No. 203094 
(DNA654124523), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the 
flnck« acid comprises a DNA encoding the same mature polypeptide enco d ed by the human protein cDNA 
in ATCC Deposit No. 203094 (DNA65412-1523). 

In a still farther aspect, die invention coalman isolated im 

10 enaxfing a polypeptide having at least about 80 % sequence identity , preferably at least about 85 % sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino ackl residues 
NO:412), or the complement of the DNA of (a). 

la a further aspect, die invention concerns an isolated nuclefc add molecule having at lea^ 

15 nu c le o tid es , and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 1 95 polypeptide having die sequence of 
amino add residues from about 23 to about 151, inclusive of Figure 294 (SEQ ID NO.412), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 

20 identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 23 to about 151, inclusive of Figure 294 (SEQ ID NO:412), or (b) the 

25 complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROH95 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from about 20 through about 80 nucleotides 
in length, preferably from about 20 through about 60 nucleotides in length, more preferably from about 20 
through about 50 nudeotides in length, and most preferably from about 20 through about 40 nudeotides in 

30 length.. 

In another embodiment, the invention provides isolated PROl 195 polypeptide encoded by any of die 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 195 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 23 through 1 5 1 of Figure 294 (SEQ 
35 IDNO:412). 

In another aspect, the invention concerns an isolated PROl 195 polypeptide, comprising an amino add 
sequence having at least about 80 % sequence identity, preferably at least about 85 % sequence identity , more 
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prelfa^ at least about 90% sequeMcid*^ 

sequent of amino add residues 23 to about 151, inclusive of Figure 294 (SEQ ID NO.412). 

h a Anther aspect* the invention concerns an isolated PROl 1 93 polypeptide, comprising an amino 
acid se<pence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least abo^ 
sequence of residues 23 through 151 of Figure 294 (SEQ ID N&412). 

In t stfll farther aspect, the invention provkk* a polypep^ 
nwfccnte under stringert an^ a DNA molecule encoding a PROl 195 polypeptide having the 

seqaeoe of amino acid residue* ftomabm* 23 to about ^ 

(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
seqaence identity, preferably at least about an m sequence identity, iro 
sequence identity, most preferably at least abo«t a 95% sequence identity to (a) 

ocxojpdm$ die test DNA molecule under conditions suitable for expression of die polypeptide, and (HO 
tceowcriag die polypeptide from the ccH culture. 

1^ yet ^tiiMvttm^, Hm» invention ngonfru md antagonisti of the i native PROl 193 

polypeptide. In a particular embodiment, die agonist or antagonist is an anti-PROl 1 95 antibody. 

In a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PROl 195 polypeptide, by contacting the native PROl 195 polypeptide 
monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, die invention concerns a composition comprising a PROl 195 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

130. PRO1270 

AcDNA clone (DNA66308-1537) has been identified, having homology to nucleic acid encoding a 
lectin protein, that encodes a novel polypeptide, designated in the present application as "PRO1270" . 

in one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 
encoding a PRO1270 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1270 polypeptide 
having the sequence of amino acid residues from about 1 or about 17 to about 313, inclusive of Figure 296 
(SEQ ID NO:414), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1270 
polypeptide comprising DNA hybridizing to the complement of the nucleic add between about nucleotides 103 
or about 151 and about 1041, inclusive, of Figure 295 (SEQ ID NO:413). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 
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In a further aspect, the taventm 
at least about 80% sequence identity, preferably at least abott 

abort 90 % sequence identity, most preferably at least about 95 * sequence identity to (a) t DN A molecule 
encoding the same mature ix^^ 203139 
(DNA66308-1537) or (b) the complement of the nucleic add molecule of (a). In a preferred embodiment, the 
5 nucleic add comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203159 (DNA66308-1537). 

In soil a farther aspect, the in^ 
encod^ a polypq>tide having at least about 80* sequence identity, preferably at least about 85* sequence 
identity, more preferah^ 

10 identity to the sequence of amino add residues 1 or about 1 7 to about 313, inclusive of Figure 296 (SEQ ID 
^ 1W:414), or (b) the complements 

In a farther aspect, die invention concerns an isolated nucleic acid molecule having at least 285 
im d e o t id rs and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
mokcnle encoding a PRO1270 polypeptide to 
IS about 313, inclusive of Figure 296 (SEQ ID NO:414), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 * sequence identity, prefereably at least about an 85* sequence 
identity, more preferabty 

identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
20 encoding a PRO1270 polypeptide, with or without the N-terminal signal sequence and/or die initiating 
methionine, or is complementary to such encoding nucleic add molecule. The signal peptide has been 
tentatively identified as extending from about amino add position 1 to about amino acid position 16 in the 
sequence of Figure 296 (SEQ ID NO:414). 

In another aspect, the invention concerns an isolated nudeic acid molecule comprising (a) DNA 
25 encoding a polypeptide scoring at least about 80* positives, preferably at least about 85% positives, more 
preferably at least about 90 * positives, most preferably at least about 95 * positives when compared with the 
amino acid sequence of residues 1 or about 17 to about 313, inclusive of Figure 296 (SEQ ID NO:414), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1270 polypeptide coding sequence that nun; 
30 find use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nudeotides in length, more preferably from about 20 to about 
50 nudeotides in length and most preferably from about 20 to about 40 nucleotides in length and may be 
derived from the nucleotide sequence shown in Figure 295 (SEQ ID NO:413). 

In another embodiment, die invention provides isolated PRO1270 polypeptide encoded by any of die 
35 isolated nudeic add sequences hereinabove identified. 

In a specific aspect, die invention provides isolated native sequence PRO1270 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 17 to about 313 of 
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Figure 296 (SEQ ID NO:414). 

In another aspect, the im^entkm concerns an isolated PRO1270polypcptide, comprising an amino add 
sequence having at least about m sequence identity, prefer^ 
prefo^ at least about 90% sequent 

sequence of amino acid residues 1 or about 17 to about 313, inclusive of Figure 29$ (SEQ ID NO:414). 
5 In a farther aspect, the invention concerns an isolated PRO 1 270 polypeptide, comprising an amino 

add sequence scoring at least about 80* positives, preferably at least about 85* pa 
at least about 90* positives, most preferably at least about 95 *posMvesw^ 
sequence of residues 1 or about 17 to about 313, inclusive of Figure 296 (SEQ ID NO:414). 

In yet another aspect, the invention concerns an isolated PRO1270 polypeptide, comprising the 
10 sequence of amino acid residues 1 or about 17 to about 313, inclusive of Figure 296 (SEQ ID NO:414), ore 
fragment thereof sufficient to provide a bialii^ site for »nai^PRO1270aiidbody. Preferably, the PRO1270 
fragment retains a qualitative biological activity of a native PRO1270 polypeptide. 

In a stffl farther aspect, the inveaticmprov^ 
molecule under stringent conditions with (a) a DMA molecule encoding a PR0127D polypeptide having the 
15 sequent* of amino acid residues from about 1 or about 17 to about 313, inclusive of Figure 296 (SEQ ID 
NO:4 14), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80* sequence identity, preferably at least a 

a 90* sequence identity, most preferably at least about a 95* sequence identity to (a) or (b), (u) culturing a 
host cefl comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and 
20 (iii) recovering the polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1270 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1270 antibody. 

In a farther embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PRO 1270 polypeptide by contacting the native PRO1270 polypeptide with a candidate molecule and 
25 monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, die invention concerns a composition comprising a PRO1270 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

30 131. PRQ1271 

A cDNA clone (DNA66309-1538) has been identified that encodes a novel polypeptide having serine 
and threonine rich regions designated in the present application as "PR01271 * polypeptides. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01271 polypeptide. 
35 In one aspect, the isolated nucleic acid comprises DNA having at least about 80* sequence identity, 

preferably at least about 85* sequence identity, more preferably at least about 90* sequence identity, most 
preferably at least about 95* sequence identity to (a) a DNA molecule encoding a PR01271 polypeptide 
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having sequence of amino add residue* from about 32 to abo* 
NO:416), or (b) the comptement of the DNA molecule of ft). 

in another aspect, die invention concerns an isolated nucleic add molecule encoding a PR01271 
polypeptide comprising DNA hyte 

and about 717, inclusive, of Figure 297 (SEQ ID NO.415). Preferably, hybridization occurs under stringent 
5 hybridization and wash conditions. 

m a farther aspect, thr invcption fftnr*™* »n «ni a «™i nucleic molecule comprising DNA having 
at least about 80% sequeaK» identity, jirefaabtyat leasta more preferably at least 

about 90% sequence identity, most preferably at least about 95 % sequence identity to ft) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203235 

10 (DNA66309-1538), or (b) tho complement of the DNA molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A 
in ATCC Deposit No. 203235 (DNA66309-1538). 

mastM further aspect, the favca n^ 
encoding a polypeptide havh^ M least about 80% sequence iden^ 

IS kkn%, more preferably at least abo^ 

identity to the sequence of amino acid residues from about 32 to about 208, inclusive of Figure 298 (SEQ ID 
NO:416), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 

20 under stringent conditions with (a) a DNA molecule encoding a PR01271 polypeptide having the sequence of 
amino acid residues from about 32 to about 208, inclusive of Figure 298 (SEQ ID NO:416) v or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90 % sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

25 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 

encoding a PR01271 polypeptide, with or without the N-tenninal signal sequence and/or the initiating 
methionine, and its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
amino acid position 1 through abort amnio acid position 31 in the sequence of Figure 298 (SEQ ID NO:416). 

30 The transmembrane domain has been tentatively identified .as extending from about amino acid position 166 
through about amino acid position 187 in the PR01271 amino acid sequence (Figure 298, SEQ ID NO:416). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85 % positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 

35 amino acid sequence of residues 32 to about 208, inclusive of Figure 298 (SEQ ID NO:416), or (b) the 
complement of the DNA of (a). 
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Another cnAodfawtbtf 

find we as hybridization probes. Such nucleic arid fragments are from about 20 to about 80 nucleotides in 
kngli.prefefaMy from about 20 to 

50 naeleotkfea fat length, ™n«* prgfaraMy fimm about 20 to about 40 imclryttkfcs in leniah. 

In another endx)din^ 
5 isolated nucleic arid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 27 1 polypeptide, which in 
mu. «fcnifenp«t Whw^ tm nmlnn ftfttrf «*/pi«re i»mprkiny reskmea 32 through 208 of Figure 298 (SEQ 
DDNCk416). 

In another aspect, the invmkmwncem an isolated^ 
10 sequence having at least about mscqpero 
prefaabfy at least about »^ 
* sequence of aim™ arid residues 32 to abo* 
ma further asj^dieiiiventto 
add wpieoce scoring at least 8^ 
15 atleaitabout90% positives, most preferably at least abort 95% poM 

sequence of residues 32 through 208 of Figure 298 (SEQ ID NO:416). 

In yet anther aspect, the invention concerns an isolated PR01271 polypeptide, comprising die 
sequence of amino acid residues 32 to about 208, inclusive of Figure 298 (SEQ ID NO:416), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01271 antibody. Preferably, the PR01271 fragment 
20 retains a qualitative biological activity of a native PR01271 polypeptide. 

In a still further aspect, die invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01271 polypeptide having die 
sequence of amino acid residues from about 32 to about 208. inclusive of Figure 298 (SEQ ID NO:416). or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
25 sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or <b). 00 culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01271 
30 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01271 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
a native PR01271 polypeptide, by contacting the native PR01271 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01271 
35 polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
aocc ptsh le earner* * 
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132. PRQ1375 

A cDNA done (DNA67004-1614) has been identified that encodes a novel polypeptide having 
sequence identity with PUT2 and designated in the preset* application as "PR01375." 

In one embodiment, die invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01375 polypeptide. 
5 b one aspect, die isolated nucleic acM comprises DNA havtog at least 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 93% sequence identity to (a) a DNA molecule encoding a PR01375 polypeptide 
having the sequence of amino add residues from about 1 to about 198, inclusive of Figure 300 (SEQ ID 
NO:418), or (b) the complement of the DNA molecule of (a), 
10 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01375 

^ polypeptide comprising DNA hybridtxmg to the complement of the nucleic add between about residues 104 
and about 697, inclusive, of Figure 299 (SEQ ID NCfc417). Preferably, hybridizatkmoc^ under stringent 
hybridhatkm and wash conditions. 

In a further aspect, die invention amcero an isolated nucleic add m 
15 at least about 80% sequence identity, preferably at least abort 85% sequerrek^ 

about 90% sequence identity, most preferably at least about 95 % sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded try the human protein cDNA in ATCC 
(DNA67004-1614), or (b) the complement of the DNA molecule of (a). In m preferred embodiment, the 
nucleic add comprises a DNA encoding the same mature polypeptide encoded by die human protein cDNA 
20 in ATCC Deposit No. 2031 15 (DNA67004-1614). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues from about 1 to about 198, inclusive of Figure 300 (SEQ ID 
25 NO:418>, or die complement of die DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01375 polypeptide having die sequence of 
amino acid residues from about 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418), or (b) die 
30 complement of die DNA molecule of (a), and, if die DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA 
encoding a PR01375 polypeptide in its soluble form, i.e. transmembrane domains deleted or inactivated 
35 variants, or is complementary to such encoding nucleic acid molecule. The transmembrane domains have been 
tentatively identified as at about amino add positions 11-28 (type H) and 103-125 of SEQ ID NO:4I8. 
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in another aspect, the invention c on cern s an isolated nucleic acid mofecnto comprising (a) DNA 
eaeodfag a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, inost preferably at least abotit 93% posits 
amino add sequence of residues 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418), or (b) die 
complement of die DNA of (a). 

Another embodiment is directed to fragments of a PR01375 polypeptide coding sequence that may 
find use as hybridization probes. Such nu c le ic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nu c le o tid es in length, more preferably from about 20 to about 
30 larfeoririfa fa length, and most p 

fa another embodiment, the invention provides isolated PR01373 polypeptide encoded by any of the 
Isolated flncleic acid sequences hereinabove defined* 

Id a specific a spect; the invention provides is olat ed native sequence PRO 1375 polypeptide, which in 
one embodiment, includes an ammo add seqneim comprising residues 1 faro 
NOrflQ.. 

fa another aspect, the invention concerns an isolated PRQ1373 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418). 

fa a farther aspect, the invention concerns an isolated PR01373 polypeptide, comprising an amino 
add sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 through 198 of Figure 300 (SEQ ID NO:418). 

In yet another aspect, die invention concerns an isolated PR01375 polypeptide, comprising the 
sequence of amino acid residues 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418). or a fragment 
thereof sufficient to provide a binding site for an anti-PR01375 antibody. Preferably, the PR01375 fragment 
retains a qualitative biological activity of a native PR01375 polypeptide. 

fa a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01373 polypeptide having die 
sequence of amino acid residues from about 1 to about 198, inclusive of Figure 300 (SEQ ID NO:418), or (b) 
the complement of the DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 83 % sequence identity* more preferably at least about a 90 % sequence 
identity, most preferably at least about a 93% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01373 
polypeptide, fa a particular embodiment, the agonist or antagonist is an anti-PR01375 antibody. 

In a farther embodiment, die invention concerns a method of identifying agonists or antagonists of 
a native PRQ1373 polypeptide, by contacting the native PR01373 polypeptide with a candidate molecule and 
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inonitoring * biological activity mediated by said polypeptide. 

In a still Anther embodiment, the invention concerns a composition comprising a PRO 1375 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
Acceptable carrier, 

133. FRQ138S 

A cDNA clone (DNA68869-1610) has been identified mat encodes a novel secreted polypeptide, 
designated in die present application as "PR0138S". 

m one empoanneai; me invention ptovmes an tsojaiea mjciftic acta moiecuie comprismg ujna 
encoding a PR0138S polypeptide. 

In one aspect, the isolated nucleic acid c ompr ise s DN A having at least about 80 % sequence identity , 
preferably at least about 85 % sequence identity, more preferably at least about 90 % sequence identity, most 
preferably at least about 95% sequence identity to M a DNA molecule encoding a PR01385 polypeptide 
having the sequence of amino add residues from about 1 or about 29 to about 128, inclusive of Figure 302 
(SEQ ID NCfc420), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic add molecule encoding a PR0138S 
polypeptide comprising DNA hybridizing to the complement of die nucleic acid between about nucleotides 26 
or about 110 and about 409, inclusive, of Figure 301 (SEQ ID NO:4 19). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic add molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203164 
(DNA68869-1610) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding die same mature polypeptide encoded by die human protein cDNA 
in ATCC Deposit No. 203164 (DNA68869-1610). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 29 to about 128, inclusive of Figure 302 (S£Q ID 
NO:420), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic add molecule having at least 245 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01385 polypeptide having the sequence of amino acid residues from 1 or about 29 to 
about 128, inclusive of Figure 302 (SEQ ID NO:420), or (b) the complement of die DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating die test DNA molecule. 
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b a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
encodbg a PROI385 polypeptide, with or without the N-tetminai signal sequence and/or die initiating 
methionine, or is complementary to such encoding nucleic acid molecule. The signal peptide has been 
tentatively identified as extending from about amino acid position 1 to about amino acid position 28 in the 
sequence of Figure 302 (SEQ ID NO:420). 

In another aspect, the invention concerns an isolated nucleie acid molecule comprising (a) DNA 
eacofing a polypeptide scoring at leatt about m positives, preferably at 1^ positives, more 

prefer^ at least about 90% pos^ 

iiytfaft <K*p*?ritxit>f Tgriifaeg 1 or about 29 to abort 128, inclusive of Figure 302 (SEQ ID NCh420). or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01385 polypeptide coding sequence that may 
find me as hybridization probes. Soch nucleic add fragments are from about 20 to about 80 nucl e o tides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 Qsckoddes in kngdi and most pzefbra^ from about 20 to about 40 nucleotides in length and may be 
derived from U» nucleotide sequence shown in Figure 301 (SEQ ID NCh419). 

In another embodiment, the invents 
isolated nucleic acid sequences hereinabove identified. 

En a specific aspect, die invention provides isolated iiative sequence PR01385po 
certain embodiments, includes an amino add sequence comprising residues 1 or about 29 to about 128 of 
Figure 302 (SEQ ID NO.420). 

In another aspect, the invention concerns an isolated PRO 1385 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID NO:420). 

In a further aspect, the invention concerns an isolated PR01385 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least about 95% positives when compared with the amino acid 
sequence of residues 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID NO:420). 

In yet another aspect, die invention concerns an isolated PR01385 polypeptide, comprising die 
sequence of amino acid residues 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID NO:420), or a 
fragment thereof sufficient to provide a binding site for an anti-PR01385 antibody. Preferably, the PR01385 
fragment retains a qualitative biological activity of a native PR01385 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROB85 polypeptide having the 
sequence of amino acid residues from about 1 or about 29 to about 128, inclusive of Figure 302 (SEQ ID 
NO :420), or (b) die complement of the DNA molecule of (a), and if die test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about 
a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a 
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host ceB comprising the test DNAn»tec^ 

(Si) recovering the polypeptide from the cell cutout. 

134. m>m 

A cDNA done (DNA68872-1620) has been identified , having homology to nucleic acid encoding 

5 myefin. flat creodca a novel polypeptide, designated fa die present application as TRQ1387'. 

In one embodiment, the invention provides an isolated nucleic add molecule comprising DNA 

enaxfing a PROU87 polypeptide. 

In one aspect, &e isolated nucleic acU 

preferably at least about 85% sequence identity, n»re preferably at leas^ 

10 . preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01387 polypeptide 

having the sequence of amino add residues from about 1 or about 20 to about 394, inclusive of Figure 304 
* 

(SEQ ID NO.422), or (b) the complement of die DNA molecule of (a). 

In another aspect, the invention concerns an isolated nodde acid molecule encoding a PR01387 
polypeptide comprising DNA hyt^ 
IS or about 142 and about 1266, inclusive, of Figure 303 (SEQ ID NO:421). Preferably, hybridization occurs 
under stringent hybridization and wash condition*. 

fa a ftriher aspect the invention c 
at least aboitt 80% sequence identity, p 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

20 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203160 
(DNA68872-1620) or (b) the complement of the nucleic acid molecule of (a), fa a preferred embodiment, the 
nudek acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203160 (DNA68872-1620). 

fa still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity , more preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID 
NO:422), or (b) the complement of the DNA of (a). 

fa a flirther aspect, die invention concerns an isolated nucleic add molecule having at least 395 

30 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01387 polypeptide having the sequence of amino acid residues from 1 or about 20 to 
about 394, inclusive of Figure 304 (SEQ ID NO:422), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecul e has at least about an 80 % sequence identity , prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least abom a 95% sequence 

35 identity to (a) or (b), isolating the test DNA molecule. 

fa a specific aspect, die invention provides an isolated nucleic add molecule comprising DNA 
encoding a PR01387 polypeptide, with or without the N-terminal signal sequence and/or the initiating 
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mfflh ioM ne, and its soluble, ^transmembrane domain ddei^ 

to socfc encoding nucleic acid molecule. Therigpalpeptktehasbceate^^ 

abotta^ add position 1 to about anu^ 

The frffnmrmfrranft domain hag bfcn tfiifarivfly j^^fi^ « **t«w«iig fam about amlim add position 275 
to ato amino acid position 2% 

in another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encodmg a polypeptide scoring at least about 80 * positives, preferably at least about 85 % positives, more 
prefer*!* at least about 90% positives, mc^ preferably at least ab^ 

amino add sequence of residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID NO.422), or <b) 
the coopkment of the DNA of (a). 

Another embodiment is directed to fragments of a PR013S7 polypeptide coding sequence that may 
find use as hybridization probes. Such nucleic acid fragments are from abom 20 to about 80 nucleotides in 
lengA, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
50 mxirotides in length and most preferably from about 20 to about 40 n ucleo tide s in length and may bo 
derived from the nucleotide sequence shown in Figure 303 (SEQ ID NO-421). 

in another embodiment, the invention provides isolated PR01387 
isolated nucleic acid sequences hereinabove identified* 

In a specific aspect, the invention provides isolated native sequence 
certaia embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 394 of 
Figure 304 (SEQ ID NO:422). 

Ed another aspect, the invention concerns an isolated PRO 1387 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to die 
sequence of amino acid residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID NO:422). 

In a further aspect, the invention concerns an isolated PR01387 polypeptide, comprising an amino 
acid sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably 
at least about 90% positives, most preferably at least alwut 95^ 

sequence of residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID NO:422). 

In yet another aspect, the invention concerns an isolated PR01387 polypeptide, comprising the 
sequence of amino acid residues 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID NO:422), or a 
fragment thereof sufficient to provide a binding site for an anti-PR01387 antibody. Preferably, the PR01387 
fragment retains a qualitative biological activity of a native PR01387 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01387 polypeptide having the 
sequence of amino acid residues from about 1 or about 20 to about 394, inclusive of Figure 304 (SEQ ID 
NO:422), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about 
a 90% sequence identity , most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) cul turing a 
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host cell comprising the test DNA molecule under conditions suitable for expression of Ac polypeptide, and 
(iii) recovering the polypeptide from tbe cell culture. 

to yet another embodiment, the invention concerns agonists and antagonists of t native PR01387 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01387 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of 
5 a native PR01387 polypeptide by contacting the native PRO 1337 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

' In a still ftirther embodiment, the invention concerns a composition comprising a PR01387 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

10 

135. PRQ1384 

A cDNA done, referred to herein as "DNA7U59", has been identified that encodes a novel 
polypeptide having homology to NKG2-D protein designated in the present application as "FR01384*. 

to one embodiment, the invention provides an isolated nndc&c acid molecule comprising DNA 
15 encoding a PR01384 polypeptide. 

to one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence Identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01384 polypeptide 
having die sequence of amino acid residues from about 1 to about 229, inclusive of Figure 305 (SEQ ID 
20 NO:424), or (b) the complement of the DNA molecule of (a), 

to another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1384 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 182 
and about 868, inclusive, of Figure 305 (SEQ ID NO:423). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
25 to a ftirther aspect, die invention concerns an isolated nucleic add molecule comprising DNA having 

at least about 80 % sequence identity , preferably at least about 85 % sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203135 
(DNA71 159-1617), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, die 
30 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA 
in ATCC Deposit No. 203135 (DNA71 159-1617). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90 % sequence identity , most preferably at least about 95 % sequence 
35 identity to die sequence of amino acid residues from about 1 to about 229, inclusive of Figure 306 (SEQ ID 
NO:424), or the complement of the DNA of (a). 
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hi a farther aspect, the invention miK*^ 
nuc le otides, and preferably at least about 1 00 nuckotidea and produced by hybridizing a test DNA molecule 
under ttfngei* conditions with ^ 

amino add residues from about 1 to about 229, inclusive of Figure 306 (SEQ ID N&424), or (b) the 
complement of the DNA mokcule of (a), and, if the DNA moleculo has at least about an 80% sequence 
5 identity, preferably at least about an 85% sequent* identity, nxm 

identity, most preferably at least about a 95 % sequence identity to (a) or (bX 

In a specific aspect, the invention provides an isolated nucleic add molecule comprising DNA 
eiwx^aPR01384 polypeptide 

to such encoding nockic acid molecule. The transmembrane domain has been tentatively identified as 
10 extendi^ from about amino acid positto 
^ sequence (Figure 306, SEQ ID NO:424). 

in another aspect, the invention concerns an isolated nucleic add mokcule comprising (a) DNA 
encodiqg a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
prefbably at least about 90% positive 
IS amino add sequence of residues 1 to about 229, inclusive of Figure 306 (SEQ ID NO:424), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01384 polypeptide coding sequence Oat may 
And me as hybridization probes. Such nucleic add fragments are from about 20 to about 80 nucleotides in 
length, preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 
20 50 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1384 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01384 polypeptide, which in 
one embodiment, includes an amino acid sequence comprising residues 1 to 229 of Figure 306 (SEQ ID 
25 NCh424). 

In another aspect, the invention concerns an isolated PROl 384 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90 % sequence identity, most preferably at least about 95 % sequence identity to die 
sequence of amino add residues 1 to about 229, inclusive of Figure 306 (SEQ ID NO:424). 

30 In a further aspect, the invention concerns an isolated PR01384 polypeptide, comprising an amino 

acid sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably ' 
at least about 90% positives, most preferably at least about 95 % positives when compared with the amino acid 
sequence of residues 1 to 229 of Figure 306 (SEQ ID NO:424). 

Ip yet another aspect, the invention concerns an isolated PR01384 polypeptide, comprising the 

35 sequence of amino acid residues 1 to about 229, inclusive of Figure 306 (SEQ ID NO:424), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01384 antibody. Preferably, the PR01384 fragment 
retains a qualitative biological activity of a native PR01384 polypeptide. 
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fa a stffl tether aspect, die invention prov^ 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1 3 84 polypeptide having the 
sequence of amino acid residues from about 1 to abort 229, incfaism 

die comptanent of die DNA molecule of (a), and if die test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85* sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), 00 culturing a host ceD 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering die polypeptide from die cell culture* 

* fa yet another embodiment, to a native PR01384 

polypeptide, fa a particular embodiment, die agonist or antagonist is an anti-PROl 384 antibody. 

In a tether embodiment, die invention concern a method of identi^ing agonists or antagonists of 
a native PR01384 polypeptide, tycoitfacting the native FR01384^^ 
monitoring a biological activity mediated by said poly pe ptid e* 

fa a still tether embodiment, the invention concerns a composition comprising a PR01384 
polypeptide, or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ 
acceptable carrier. 

fa other embodiments of the present invention, the invention provides vectors comprising DNA 
encoding any of the herein described polypeptides. Host cell comprising any such vector are also provided. 
By way of example, the host cells may be CHO cells, E. coli, or yeast. A process for producing any of the 
herein described polypeptides is further provided and comprises culturing host cells under conditions suitable 
for expression of die desired polypeptide and recovering the desired polypeptide from die cell culture. 

fa other embodiments, the invention provides chimeric molecules comprising any of the herein 
described polypeptides fused to a heterologous polypeptide or amino acid sequence. Example of such chimeric 
molecules comprise any of the herein described polypeptides fused to an epitope tag sequence or a Fc region 
of an immunoglobulin. 

fa another embodiment, the invention provides an antibody which specifically binds to any of the 
above or below described polypeptides. Optionally, die antibody is a monoclonal antibody, humanized 
antibody, antibody fragment or single-chain antibody. 

fa yet other embodiments, the invent^ 
and cDNA nucleotide sequences or as amlsense probes, wherein those probes may be derived from any of the 
above or below described nucleotide sequences. 

fa other embodiments, the invention provides an isolated nucleic acid molecule comprising a 
n u cleotide sequence that encodes a PRO polypeptide. 

In one aspect, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80 % sequence identity, preferably at least about 8 1 % sequence identity, more preferably at least about 82 % 
sequence identity , yet more preferably at least about 83 % sequence identity, yet more preferably at least about 
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84%sequetx*klentity,yeimo» 

about 86 * sequence identity , yet more preferably at least about 87 % sequence Wearily, yet more preferahry 
at kast about 88% sequence identity, yet more preferably at least about 89% sequence identity, yet more 
preferably at least about 90% sequence identity^ 

more preferably at least about 92% sequence identity, yet more preferably at least about 93% sequence 
identity, yet more preferably at least about 94% sequence identity, yet more preferably at least about 95% 
sequence identity, yet more preferably at least about 96% sequence identity,^ 

97% sequence identity, yet mote preferably at least about 98% sequokce identity and yet mm prefea^ly at 
least about 99% sequence identity to (a) a DMA molecule encoding a PRO polypeptide having a full-length 
amino arid sequence as disclosed herein, an amino acid sequence lacking the rignalpcptide as disclosed herein, 
an catiacclhdar domain of atransm^ 
^ any other specifically defined fragment of the ftill-Iength amino add sequence as disclosed herein, or (b) the 
complement of die DNA molecule of (a). 

about 80% sequence identity, preferably at least about 81% sequence 
82% sequence identity, yet n»m preferably at least about 83 %s 

about 84% sequence identity, yet more preferably at least about 85% sequence identity, yet mare preferably 
at least about 86% sequence identity, yet mom preferably at least about 87% sequence identity, yet more 
preferably at least about 88% sequence identity, yet more preferably at least about 89% sequence identity, yet 
more preferably at least about 90% sequence identity, yet more preferably at least about 91% sequence 
identity, yet more preferably at least about 92% sequence identity, yet more preferably at least about 93% 
sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at least about 
95% sequence identity, yet more preferably at least about 96% sequence identity, yet more preferably at least 
about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more preferably 
at least about 99% sequence identity to (a) a DNA molecule comprising the coding sequence of a full-length 
PRO polypeptide cDNA as disclosed herein, the coding sequence of a FRO polypeptide lacking the signal 
peptide as disclosed herein, the coding sequence of an extracellular domain of a transmembrane PRO 
polypeptide, with or without the signal peptide, as disclosed herein or the coding sequence of any other 
specifically defined fragment of the full-length amino acid sequence as disclosed herein, or (b) the complement 
of the DNA molecule of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising a nucleotide 
sequence having at least about 80% sequence identity, preferably at least about 81 % sequence identity, more 
preferably at least about 82 % sequence identity, yet more preferably at least about 83 % sequence identity, yet 
more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% 
sequence identity, yet more preferably at least about 88 % sequence identity, yet more preferably at least about 
89 % sequence identi ty , yet more preferably at least about 90 % sequence identity , yet more preferably at least 
about 91% sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably 
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at least about 93% sequence Identity, yet mom preferably at least about 94% sequence Ideality, yet more 
preferably at least about 93% sequ^^ 
niore preferably at least about 97% sequc 

and yet more preferably at least about 99 % sequence identity to (a) a DNA molecule that encodes the same 
nmnne polypeptide encoded by any of tte 
5 or (b) the complement of the DNA mokcalo of (a). 

Another aspect the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence encoding a PRO polypeptide which it either transmembrane domain-deleted or transmembrane 
domahvinactivated, at it coi npfancnta iy to gftpMwy imrfgnAto sequence, wfrgnain the trnn<mfcmHi ana 
domains) of such polypeptide are disclosed herein. Therefore, soluble extracellular domains of the herein 
10 described PRO polypeptides are contemplated. 

Another embodiment is directed to fragments of a PRO polypeptide coding sequence, or the 
coiiiplcBraiK thereof that pay find 

polypeptide (hat may optionally encode a polypeptide comprising a binding site tor 

as antisense oligonucleotide probes. Such nucleic add fragment! are usually at least about 20 nu c le o ti des in 

15 length, preferably at least about 30 nucleotides in length, more preferably at least about 40 n ucl e o ti des in 
length, yet more preferably at least about 50 nucleotides in length, yet more preferably at least about 60 
nucleotides in length, yet more preferably at least about 70 nucleotides in length, yet more preferably at least 
about 80 nucleotides in length, yet more preferably at least about 90 nucleotides in length, yet more preferably 
atleastabout 100 nucleotides in length, yet more 

20 preferably at least about 120 nucleotides in length, yet more preferably at least about 130 nucleotides in length, 
yet more preferably at least about 1 40 nucleotides in length, yet more preferably at least about 1 50 nucleotides 
in length, yet more preferably at least about 160 nucleotides in length, yet more preferably at least about 170 
nucleotides in length, yet more preferably at least about 180 nucleotides in length, yet more preferably at least 
about 190 nucleotides in length, yet more preferably at least about 200 nucleotides in length, yet more 

25 preferably at least about 250 nudcoti 

yet more preferably at least about 350 nucleotides in length, yet more preferably at least about 400 nucleotides 
in length, yet more preferably at least about 450 nucleotides in length, yet more preferably at least about 500 
nucleotides in length, yet more preferably at least about 600 nucleotides in length, yet more preferably at least 
about 700 nucleotides in length, yet more preferably at least about 800 nucleotides in length, yet more 

30 preferably at least about 900 nucleotides in length and yet more preferably at least about 1000 nucleotides in 
length, whereto m this context the tern 

10% of that referenced length. It is noted that novel fragments of a PRO polypeptide-encoding nucleotide 
sequence may be determined in a routine manner by aligning the PRO polypeptide-encoding nucleotide 
sequence with other known nucleotide sequences using any of a number of well known sequence alignment 
35 programs and dete rm i n ing which PRO polypeptide-encoding nucleotide sequence fragments) are novel. All 
of such PRO polypeptide-encoding nucleotide sequences are contemplated herein. Also contemplated are the 
PRO polypeptide fragments encoded by these nucleotide molecule fragments , preferably those PRO polypeptide 
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fragments thai eomprisa a biMh^^ to an tmKPRO antibody. 

b another embodiment, die invention provides isolated PRO polypeptide encoded by any of the 
isolated nucleic add sequen ce s hereinabove identified* 

In a certain aspect, the invention concern* an isolated PRO polypeptide, comprising an amino add 
sequence having at least about 80% sequence identity, preferably at least about 81 % sequence identity, more 
preferably at least about 82% sequence Mentity, yet more preferably at least about 
more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% 
sequence identity, yet more preferably at least atatt 88% sequence identity, yet nra 
89% sequence identity, yet nra 

about 91 % sequence identity, yet more preferably at least about 92 % sequence identity; yet more preferably 
at least about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more 
preferably at least about 95% sequence identity, yet more ineferabty at least about 96% sequence identity, yet 
more preferably at least about 97% sequence identity, yet inore preferably*^ 

and yet more preferably at least about 99% sequence identity to a PRO polypeptide having a ftJHengthirnifw 
add sequence as disclosed herein, an amine acid sequence lacking the signal peptide as dfeekycM herein, an 
ex tr acellular d omain of a tr ansmembran e protein, with or without die signal pe p tide, as disclosed herein or any 
other specifically defined fragment of die foil-length amino acid sequence as disclosed herein. 

hi a farther aspect, the invention concerns an isola t ed PRO polypeptide comprising an amino acid 
sequence having at least about 80 % sequence identity, preferably at least about 8 1 % sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83 % sequence identity, yet 
more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence 
identity, yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% 
sequence identity , yet more preferably at least about 88% sequence identity, yet more preferably at least about 
89 % sequence identity, yet more preferably at least about 90 % sequence identity, yet more preferably at least 
about 91 % sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably 
at least about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more 
preferably at least about 95 % sequence identity, yet more preferably at least about 96% sequence identity, yet 
more preferably at least about 97% sequence identity, yet more preferably at least about 98% sequence identity 
and yet more preferably at least about 99% sequence identity m an ainiiu add sequence e 
human protein cDNAs deposited with the ATOC as disclosed herein. 

In a further aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 81 % positives, more preferably at least 
about 82 % positives, yet more preferably at least about 83 % positives, yet more preferably at least about 84 % 
positives, yet more preferably at least about 85 % positives, yet more preferably at least about 86 % positives, 
yet more preferably at least about 87% positives, yet more preferably at least about 88% positives, yet more 
preferably at least about 89% positives, yet more preferably at least about 90% positives, yet more preferably 
at least about 91 % positives, yet more preferably at least about 92% positives, yet more preferably at least 
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abomW% positives, yet more prc^ 

positives, ycc more prefer^ 

yet mare i*efaably at least abomOT^ 

compared with the amino add sequence of a PRO polypeptide having a full-length ammo add sequence as 
diseased herein, an amino ac^ 

of a transmembrane protein, with or without the signal peptide, as disclosed herein or oqr other specifically 
defined fragment of die full-length amino aidd sequence as diseased hetdn. 

fnaspecific aspect, the inventionprovides an isolated 
sequence and/or die initiating mftihWminft mvi k«i«vtM hy « miri^n^ (^^^th^^r^^ ^ ami™ 
add sequence as hereinbefore described. Processes tot producing the same are also herein described, wherein 
those processes comprise culturing a host cett comprising a vector wh^ 
^ niyJrfc arid molecule und» 
polypeptide from die cell culture. 

Another aspect the invention provides an isolated IROpor^ 
domain-ddcled or transn tf mhrane domain-inactivated* Processes for producing the same are also herein 
described, wherein those processes comprise culturing a host cdl comprising a vector which comprises the 
appropriate encoding nucleic acid molecule under conditions suitable for expression of the PRO polypeptide 
and recovering the PRO polypeptide from the cell culture 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 
polypeptide as defined herein. In a particular embodiment, the agonist or antagoiiist is an anti-rao antibo^ 
or a small molecule. 

In a further embodiment, die invention concerns a method of identifying agonists or antagonists to a 
PRO polypeptide which comprise contacting the PRO polypeptide with a candidate molecule and monitoring 
a biological activity mediated by said PRO polypeptide. Preferably, the PRO polypeptide is a native PRO 
polypeptide. 

In a still further embodiment, the invention concerns a composition of matter comprising a PRO 
polypeptide, or an agonist or antagonist of a PRO polypeptide as herein described, or an anti-PRO antibody, 
in combination with a carrier. Optionally, the carrier is a pharmaceutically acceptable carrier. 

Another embodiment of the present invention is directed to the use of a PRO polypeptide, or an 
agonist or antagonist thereof as hereinbefore described, or an anti-PRO antibody, for the preparation of a 
medicament useful in the treatmem of a condition^ 
antagonist thereof or an anti-PRO antibody. 

BRIEF DESCRIPTION OP THE DRAWINGS 

Figure 1 shows a nucleotide sequence (SEQ ID NO:l) of a native sequence PR0281 (UNQ244) 
cDNA, wherein SEQ ID NO:l is a clone designated herein as "DNA16422-1209V 

Figure 2 shows the amino acid sequence (SEQ ID NO: 2) derived from the coding sequence of SEQ 
ID NO:l shown in Figure 1. 
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Figure 3 shows a nucleotide sequence (SEQ ID NO:5) of a native sequence PRQ276 (UNQ243) 
cDNA, wherein SEQ ID NO:5 is a clone designated herein as "DNA1643M208*. 

Figure 4 shows the amino acid sequence (SEQ ID N06) derived from the coding sequence of SEQ 
ID NOJ shown in Figure 3. 

Hgure 5 shows a nucleotide sequence (SEQ ID N07) of a native sequence PR0189 (UNQ163) 
cDN A, wherein SEQ ID NO:7 is a done designated herein as "DNA21624-1391\ 

Figure 6 shows the arnino add sequence (SEQ ID N08) derived from the coding sequence of SEQ 
ID N07 shown in Figure 5. 

Figure 7 shows a nucleotide sequence dedgnated herein as DNA 14187 (SEQ© 

Figure 8 shows a nucleotide sequence (SEQ ID NO. 13) of a native sequence PRO190 (UNQ164) 
cDNA* wherein SEQ ID NO. 13 is a clone designated herein as •DNA23334-1392". 

Rgure 9 shows the amino add sequel 
ID NO 13 shown in Figure 8. 

Rgure 10 shows a nucleotide sequence designated herein as DNA14232 (SEQ ID NO: 15). 

Figure 11 shows a nu c le otide sequence (SEQ ID NO 19) of a native sequence PR0341 (UNQ300) 
cDNA, wherein SEQ ID NO: 19 is a done designated herein as 'DNA26288-1239V 

Figure 12 stows the amir* arid 
ID NO: 19 shown in Figure 11. 

Figure 13 shows a nucleotide sequence designated herein as DNA12920 (SEQ ID N021). 

Rgure 14 shows a nucleotide sequence (SEQ ID NO:22) of a native sequence PRO180 (UNQ154) 
cDNA, wherein SEQ ID NO:22 is a done designated herein as "DNA26843-1389\ 

Rgure 1 5 shows the amino add sequence (SEQ ID NO : 23) derived from the coding sequence of SEQ 
ID NO:22 shown in Rgure 14. 

Rgure 16 shows a nucleotide sequence designated herein as DNA12922 (SEQ ID NO:24). 

Rgure 17 shows a nudeotide sequence (SEQ ID NO:27) of a native sequence PR0194 (UNQ168) 
cDNA, wherein SEQ ID NO:27 is a done designated herein as *DNA26844-1394\ 

Rgure 18 shows the amino acid sequence (SEQ ID NO:28) derived from the coding sequence of SEQ 
ID N0:27 shown in Rgure 17. 

Rgure 19 shows a nudeotide sequence (SEQ ID NO:29) of a native sequence PRO203 (UNQ177) 
cDNA, wherein SEQ ID NO:29 is a done designated herein as "DNA30862-1396\ 

Figure 20 shows to amino acid sequence (SEQ ID NO:30) derived from the coding sequence of SEQ 
ID NO:29 shown in Figure 19. 

Rgure 21 shows a nucleotide sequence designated herein as DNA15618 (SEQ ID NO:31). 

Figure 22 shows a nucleotide sequence (SEQ ID NO:32) of a native sequence PRO290 (UNQ253) 
cDNA, wherein SEQ ID NO:32 is a done designated herein as "DNA35680-1212". 

Rgure 23 shows the amino acid sequence (SEQ ID NO:33) derived from the coding sequence of SEQ 
ID NO:32 shown in Rgure 22. 
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Figure 24 shows a nucleotide sequence (SEQ H> N035) of a native sequence PR0874 (UNQ441) 
cDNA, wherein SEQ ID NO:35 is a clone designated herein as "DNA4062M440". 

Figure 25 shows the amh» acid sequence (SEQ roN(^ 
ID NO:35 shown fa Figure 24. 

Figure 26 shows a nucleotide sequence (SEQ ID NO:40) of a native sequence FR07 10 (UNQ374) 
cDHA, wherein SEQ ID NO:40 is a clone designated herein as "DHA44161-1434*. 

Figure 27 shows the amino acid sequence (SEQ U)NO:41) derived from decoding sequence of SEQ 
ID NO:40 shown in Figure 26. 

Hgure 28 shows a nucleotide sequence designated herein as DNA38190 

Figure 29 shows a nucleotide sequence (SEQ ID NO:46) of a native sequence PR01151 (UNQ581) 
cDNA, wherein SEQ ID NO:46 is a clone designated herein as *DNA44694~1500" • 

Figure 30 shows die amino add sequence (SEQ ID NO:47) derived from decoding sequence of SEQ 
ID NCh46 shown in Figure 29. 

Figure 31 shows a nucleotide sequence (SEQ ID NO£ 1) of a native sequence PRO 1 282 (UNQ652) 
cDNA, wherein SEQ ID NChSl U a clone designated herein as "DNA45495-1550*. 

Figure 32 shows the amino add sequence (SEQ IDNCh52) derived from the coding sequence of SEQ 
ID NO:51 shown in Rgure 31. 

Figure 33 shows a nucleotide sequence (SEQ ID N(h56) of a native sequence PR0358 cDNA, 
wherein SEQ ID NO.56 is a done designated herein as "DNA47361-1 154. 

Figure 34 shows the amino acid sequence (SEQ ID NO:57) derived from the coding sequence of SEQ 
ID NO:56 shown in Figure 33. 

Figure 35 shows a nucleotide sequence (SEQ ID NO:61) of a native sequence PRO1310 cDNA, 
wherein SEQ ID NO:61 is a done designated herein as "DNA47394-1572. 

Figure 36 shows the amino acid sequence (SEQ ID NO:62) derived from the coding sequence of SEQ 
ID NO:6l shown in Rgure 35. 

Figure 37 shows a nucleotide sequence (SEQ ID NO:66) of a native sequence PR0698 (UNQ362) 
cDNA, wherein SEQ ID NO:66 is a done designated herein as "DNA48320-1433\ 

Figure 38 shows the amino acid sequence (SEQ ID NO:67) derived from the coding sequence of SEQ 
ID NO:66 shown in Figure 37. 

Figure 39 shows a nudeotide sequence designated herein as DNA39906 (SEQ ID NO:68). 

Figure 40 shows a nucleotide sequence (SEQ ID NO:72) of a native sequence PR0732 (UNQ396) 
cDNA, wherein SEQ ID NO:72 is a done designated herein as "DNA48334-1435\ 

Figure 41 shows the amino acid sequence (SEQ ID NO:73) derived from the coding sequence of SEQ 
ID NO:72 shown in Figure 40. 

Figure 42 shows a nudeotide sequence designated herein as DNA20239 (SEQ ID NO:74). 

Figure 43 shows a nucleotide sequence designated herein as DNA38Q50 (SEQ ID NO: 75). 

Figure 44 shows a nucleotide sequence designated herein as DNA40683 (SEQ ID NO:76). 

Figure 45 shows a nucleotide sequence designated herein as DNA42580 (SEQ ID NO: 77). 
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Figure 46 shows a nucleotide sequence (SBQ ID NO:83) of a native sequence PROl 120 (UNQ559) 
cDNA, wherein SEQ ID NO:83 it a dona designated herein as - DNA48606*1479\ 

Figure 47 shows the amim> add sequent 
ID NO:83 shown in Figure 46. 

Figure 43 shows a nucleotide sequence (SEQ ID NO:94) of a native sequence PR0537 (UNQ338) 
cDNA, herein SEQ ID NO:94 is a clone designated herein as -DNA4914M431 \ 

Figure 49 shows the amino 
ID NO:94 shown in Figure 48. 

Figure 50 shows a nucleotide sequence (SEQ ID NO:96) of a native sequence PR0536 (UNQ337) 
cDNA, wherein SEQ ID NO:96 is a dona designated herein as 'DNA49142-1430** 

Figure 51 shows the ainino add sequence (SEQ TO 
ID NCh96 shown in Figure 50. 

Figure 52 shows a nucleotide sequence (SEQ ID NO:98) of a native sequence PR0535 (UNQ336) 
cDNA, wherein SEQ ID N04S Ja a done designated herein as *DNA49143-1429\ 

Figure 53 shows the ainino add sequel 
ID NO:98 shown in Figure 52. 

Figure 54 shows a nucleotide sequence designated herein as DNA30861 (SEQ ID NO: 100). 
Figure 55 shows a nucleotide sequence designated herein as DNA36351 (SEQ ID NO: 101). 
Figure 56 shows a nucleotide sequence (SEQ ID NO: 102) of a native sequence PR0718 (UNQ386) 
cDNA, wherein SEQ ID NO: 102 is a done designated herein as "DNA49647-1398*. 

Figure 57 shows the amino acid sequence (SEQ ID NO: 103) derived from the coding sequence of SEQ 
ID NO: 102 shown in Figure 56. 

Figure 58 shows a nucleotide sequence designated herein as DNA15386 (SEQ ID NO: 104). 
Figure 59 shows a nucleotide sequence designated herein as DNA16630 (SEQ ID NO: 105). 
Figure 60 shows a nucleotide sequence designated herein as DNA16829 (SEQ ID NO: 106). 
Figure 61 shows a nucleotide sequence designated herein as DNA28357 (SEQ ID NO: 107). 
Figure 62 shows a nucleotide sequence designated herein as DNA43512 (SEQ ID NO: 108). 
Figure 63 shows a nucleotide sequence (SEQ ID NO: 112) of a native sequence PR0872 (UNQ439) 
cDNA, wherein SEQ ID NO:112 is a done designated herein as ,, DNA49819~1439\ 

Figtuie 64 shows the amino ac^ 
ID NCH112 shown in Figure 63. 

Figure 65 shows a nucleotide sequence (SEQ ID NO: 1 14) of a native sequence PRO1063 (UNQ128) 
cDNA, wherein SEQ ID NO: 1 14 is a done designated herein as "DNA49820-1427\ 

Figure 66 shows the amino acid sequence (SEQ ID NO: 115) derived from the coding sequence of SEQ 
ID NO: 1 14 shown in Figure 65. 

Figure 67 shows a nucleotide sequence (SEQ ID NO: 116) of a native sequence PR0619 (UNQ355) 
cDNA, wherein SEQ ID NO:l 16 is a done designated herein as "DNA4982M562". 
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Fignre 68 ahows tte amino add seq^ 
ID NO.l 16 shown in Figure 67. 

Figure 69 shows a nucleotide sequence (SEQ ID NO:118)of a native sequence PR0943 (UNQ480) 
cDNA, wherein SEQ ID NCfcll8 is a clone designated herein as - DNA52192-1369\ 

Figure 70 shows the amino acid sequence 
ID NO: 118 shown in Figure 69. 

Figure 71 shows a nucleotide seqpence (SEQ ID NO: 123) ofa native sequence PROll^^ 
cDNA, wherein SEQ ID NO: 123 is a done designated herein as "DNA5259&-1518\ 

Rgure 72 shows u^ amino add sequence (SEQ ID NO: 124) 
ID NO:123 shown in Figure 71. 

Figure 73 shows a nucleotide sequence (SEQ m NO: 128) of tiiative sequence PRO 1133 (UNQ571) 
cDNA, wherein SEQ ID NO: 128 is a done designated herein as "DNA53913-1490\ 

Hgure 74 shows the amino acid sequence (SEQ ID NO: 1 29) 
ID NO: 128 shown in Figure 73. 

Figure 75 shows a nucleotide sequence (SEQ ID NO: 134) of a native sequence PR0784 (UNQ459) 
cDNA, wherein SEQ ID NCh 134 is a clone designated herein as "DNA5397S-1443 " . 

Figure 76 shows the amino acid sequence (SEQ ID NO:13S) derived from the coding sequence of SEQ 
ID NO: 134 shown in Figure 75. 

Figure 77 shows a nucleotide sequence designated herein as DNA44661 (SEQ ID NO: 136). 

Figure 78 shows a nucleotide sequence (SEQ ID NO:137) of a native sequence PR0783 (UNQ458) 
cDNA, wherein SEQ ID NO: 137 is a clone designated herein as "DNA53996-1442". 

Figure 79 shows the amino acid sequence (SEQ ID NO: 138) derived from the coding sequence of SEQ 
ID NO: 137 shown in Figure 78. 

Figure 80 shows a nucleotide sequence designated herein as DNA45201 (SEQ ID NO: 139). 

Hgure 81 shows a nucleotide sequence designated herein as DNA14575 (SEQ ID NO: 140). 

Figure 82 shows a nucleotide sequence (SEQ ID NO: 1 45) of a native sequence PRO820 (UNQ503) 
cDNA, wherein SEQ ID NO: 145 is a done designated herein as *DNA56041-1416*. 

Figure 83 shows the amino acid sequence (SEQ ID NO: 146) derived from the coding sequence of SEQ 
ID NO: 145 shown in Figure 82. 

Figure 84 shows a nucleotide sequence (SEQ ID NO: 147) of a native sequence PRO 1080 (UNQ537) 
cDNA, wherein SEQ ID NO: 147 is a done designated herein as 'DNA56047-1456\ 

Figure 85 shows the amino acid sequence (SEQ ID NO : 1 48) derived from the coding sequence of SEQ 
ID NO:147 shown in Figure 84. 

Figure 86 shows a nucleotide sequence designated herein as DNA36527 (SEQ ID NO: 149). 

Figure 87 shows a nucleotide sequence (SEQ ID NO: 150) of a native sequence PRO1079 (UNQ536) 
cDNA, wherein SEQ ID NO: 150 is a done designated herein as *DNA56050-1455». 

Figure 88 shows the amino add sequence (SEQ ID NO: 151) derived from the coding sequence of SEQ 
ID NO:150 shown in Figure 87. 
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Figure 89 shows a nucleotide sequence $EQ ID N0:1S2) of a 
cDNA. wherein SEQ ID NO:152 is a clone designated herein as "DNA561 10-1437" . 

Figure 90 shows the aininoacfciseqncn» 
ID NO: 132 shown in Figure 89. 

Figure 91 shows a nucleotide sequence designated herein as DNA50177 (SEQ ID NO: 154). 

Figure 92 shows a nucleotide sequence (SEQ ID NO: 155) of a native sequence PRO1016 (UNQ499) 
cDNA, wherein SEQ ID NO: 155 fa a clone designated herein as "DNA561 13-1378". 

Figure 93 shows the amino acid sequence (SEQ m NO: 156) derived from tl» 
ID NO:155 shown in Figure 92. 

Figure 94 shows a nucleotide sequence (SEQ ©NO: 157) of a native sequence TOO101 3 (UN 
cDNA, wherein SEQ ED NO: 157 is a clone designated herein as "DNA56410-1414". 

Figure 95 shows the ammo arid sequent 
ID NO:157 shown in Figure 94. 

Figure 96 shows a nucleotide sequence (S^ 
cDNA, wherein SEQ ID NO: 159 is a clone designated herein as "DNA56436-1448". 

Figure 97 shows the amino acid sequence (SEQ TO NO: 160) derived from the coding sequel 
ID NO:159 shown in Figure 96. 

Figure 98 shows a nucleotide sequence (SEQ ID NO:164) of a native sequence PR0842 (UNQ473) 
cDNA, wherein SEQ ID NO:164 is a done designated herein as •DNA56855-1447". 

Figure 99 shows the amino acid sequence (SEQ ID NO: 1 65) derived from the coding sequence of SEQ 
ID NO: 164 shown in Figure 98. 

Figure 1 00 shows a nucleotide sequence (SEQ ID NO : 1 66) of a native sequence PR0839 (UNQ472) 
cDNA, wherein SEQ ID NO: 166 is a clone designated herein as "DNA56859-1445\ 

Figure 101 shows die amino acid sequence (SEQ ID NO: 1 67) derived from the coding sequence of 
SEQ ID NO: 166 shown in Figure 100. 

Figure 102 shows a nucleotide sequence (SEQ ID NO: 168) of a native sequence PRO 1 180 (UNQ594) 
cDNA, wherein SEQ ID NO: 168 is a done designated herein as "DNA56860-1510\ 

Figure 103 shows the amino add sequence (SEQ ID NO: 169) derived from the coding sequence of 
SEQ ID NO:168 shown in Figure 102. 

Figure 104 shows a mideotide sequence (SEQ ID NO:170) of a native sequence PROl 134 (UNQ572) 
cDNA, wherein SEQ ID NO:170 is a done designated herein as "DNA56865-1491\ 

Rgure 105 shows the amino acid sequence (SEQ ID NO: 171) derived from the coding sequence of 
SEQ ID NO: 170 shown in Figure 104. 

Figure 106 shows a nucleotide sequence designated herein as DNA52352 (SEQ ID NO: 172). 

Figure 107 shows a nucleotide sequence designated herein as DNA55725 (SEQ ID NO:173). 

Rgure 1 08 shows a nucleotide sequence (SEQ ID NO: 1 74) of a native sequence PRO830 (UNQ470) 
cDNA, wherein SEQ ID NO:174 is a clone designated herein as *DNA56866-1342*. 
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Figure 109 shows the amino add sequence (SEQ ID NO: 175) derived from the coding sequence of 
SEQ ID NO: 174 shown in Figure 108. 

Figure llOshowsamideotide sequence (SEQIDNO:176)ofiiiadvesequaicePR01115(UNQ558) 
cDNA, wherein SEQ ID NO: 176 is a clone designated herein as "DNA5686M478\ 

Figure 111 shows the amino acid sequence (SEQ ID NO: 177) derived from the coding sequence of 
SEQ ID NO:176 shown in Figure 110. 

Figure 1 12 shows a nucleotide sequence (SEQ ID NO: 178) of a native sequence PR01277 (UNQ647) 
cDNA, wherein SEQ ID NO: 178 is a done designated herein as "DNA568694545". 

Figure 113 shows the amino acid sequence (SHjro NO: 1 79) derwedfi 
SEQ ID NO: 178 shown in Figure 112. 

Figiire 114 shows amicieotidesw 
cDNA, wherein SEQ ID NO: 180 is a done designated herein as 'DNA5687(M492\ 

Rgute 113 shows the amino 
SEQ ID NO:180 shown in Figure 114. 

Figure 1 16 shows a m rlro tidr se qu ence (SEQ ID NO: 182) of a native sequence PROl 1 14 (UNQ557) 
cDNA, wherein SEQ ID NO: 182 is a clone designated herein as 'DNA57033-1403". 

Figure 117 shows the amino add sequence (SEQ ID NO:183) derived from the coding sequence of 
SEQ ID NO:182 shown in Figure 116. 

Figure 1 18 shows a nucleotide sequence designated herein as DNA48466 (SEQ ID NO: 184). 

Figure 119 shows a nucleotide sequence (SEQ ID NO: 188) of a native sequence PROS28 (UNQ469) 
cDNA, wherein SEQ ID NO: 188 is a clone designated herein as "DNA57037-1444\ 

Figure 120 shows the amino acid sequence (SEQ ID NO: 189) derived from die coding sequence of 
SEQ ED NO: 188 shown in Figure 119. 

Figure 121 shows a nucleotide sequence (SEQ ID NO: 193) of a native sequence PRO1009 (UNQ493) 
cDNA, wherein SEQ ID NO: 193 is a done designated herein as B DNA57129-1413\ 

Figure 122 shows the amino acid sequence (SEQ ID NO:194) derived from the coding sequence of 
SEQ ED NCkl93 shown in Figure 121. 

Figure 123 shows a nucleotide sequence designated herein as DNA50853 (SEQ ID NO: 195). 

Figure 124 shows a nucleotide sequence (SEQ ID NO: 196) of a native sequence PRO1007 (UNQ491) 
cDNA. wherein SEQ ID NO: 196 is a done designated herein as 'DNA57690-1374\ 

Figure 125 shows the amino arid sequence ($EQ ID NO: 1 97) derived from the coding sequence of 
SEQ ID NO: 196 shown in Figure 124. 

Figure 126 shows a nucleotide sequence (SEQ ID NO: 198) of a native sequence PRO1056 (UNQ521) 
cDNA, wherein SEQ ID NO: 198 is a done designated herein as "DNA57693-1424\ 

Figure 127 shows die amino acid sequence (SEQ ID NO: 199) derived from the coding sequence of 
SEQ ID NO: 198 shown in Figure 126. 

Figure 128 shows a nucleotide sequence (SEQ ID NO:200) of a native sequence PR0826 (UNQ467) 
cDNA, wherein SEQ ID NO:200 is a done designated herein as ■DNA57694-134P. 
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Figure 129 shows the amino add sequence (SEQ ID NO.201) derived from tbe coding sequence of 
SEQ ID NO^OO shown in Figure 128. 

Hgure 1 30 shows a nudeotide sequence (SEQ ID NO : 202) of a native sequence PR08 1 9 (UNQ466) 
cDNA. wherein SEQ ID NO:202 is a clone designated herein as "DNA57695-1340V 

Figure 131 shows the amino acid sequence (SEQ ID NO :2Q3) derived from the coding sequence of 
SEQ ID N02Q2 shown in Figure 130. 

Figure 132 shows a nudeodde sequence (SEQ ID NO:204) of a native sequence FRO1006 (UNQ490) 
cDNA, wherein SEQ ID NO:204 is a done designated herein as "DNA57699-1412\ 

Figure 133 shows the amino add sequence (SEQ ID NCH2Q5) derived from the coding sequence of 
SEQ ID NO304 shown in Figure 132. 

Rgure 134 shc^anudeodde sequence 
cDNA, wherein SEQ ID NO&06 is a done designated herein as "DNA57702-1476". 

Figure 135 shows the amino actd sequence (SEQ ID NO:207) derived from the coding sequence of 
SEQ ID NO206 shown in Figure 134. 

Figure 136 shows a nu de odd e sequence (SBQIDNCh208) of a native sequence FRO1074 (UNQ531) 
cDNA, wherein SEQ ID NCH208 is a done designated herein as "DNA57704-1452*. 

Figure 137 shows the amino add sequence (SEQ ED NO;209) derived from the coding sequence or 
SEQ ID NO:208 shown in Figure 136. 

Figure 138 shows a nucleotide sequence (SEQ ID NO:210) of a native sequence PRO1005 (UNQ489) 
cDNA, wherein SEQ ID NO:210 is a done designated herein as "DNA57708-1005\ 

Figure 139 shows die amino acid sequence (SEQ ID NO:21 1) derived from the coding sequence of 
SEQ ID NO:210 shown in Figure 138. 

Figure 140 shows a nucleotide sequence (SEQ ID NO:212) of a native sequence PRO1073 (UNQ530) 
cDNA, wherein SEQ ID NO:212 is a done designated herein as "DNA57710-145 1 

Figure 141 shows the amino add sequence (SEQ ID NO:213) derived from the coding sequence of 
SEQ ID NCh212 shown in Figure 140. 

Figure 142 shows a nucleotide sequence designated herein as DNA5S938 (SEQ ID NO:214). 

Figure 143 shows a nucleotide sequence (SEQ ID NO:215) of a native sequence PROl 152 (UNQ582) 
cDNA, wherein SEQ ID NO:215 is a done designated herein as 'DNA5771 1-1501". 

Figure 144 shows the amino acid sequence (SEQ ID NO:216) derived from the coding sequence of 
SEQ ID NCh215 shown in Figure 143. 

Figure 145 shows a nucleotide sequence designated herein as DNA55807 (SEQ ID NO:217). 

Figure 146 shows a nucleotide sequence (SEQ ID NO:218) of a native sequence PROl 136 (UNQ574) 
cDNA, wherein SEQ ID NO:218 is a done designated herein as "DNA57827-1493". 

Figure 147 shows the amino acid sequence (SEQ ID NO:219) derived from the coding sequence of 
SEQ ID NO:218 shown in Figure 146. 

Figure 148 shows a nudeodde sequence (SEQ ID NO:220) of a native sequence PR0813 (UNQ465) 
cDNA, wherein SEQ ID NO.220 is a clone designated herein as "DNA57834-1339*. 
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Figure 149 shows the amino acid sequence (SEQ ID NCh221) derived from die codinf sequence of 
SEQ ID NO320 shown in Figure 148. 

Figure 150 show* t nucleotide sequence (SEQ ID NO:222) of * native sequence PRO809 (UNQ464) 
cDNA, wherein SEQ ID N0222 is a done designated herein as "DNA578364338*. 

Figure 151 shows the amino add sequence (SEQ ID NO:223) derived from the coding sequence of 
SEQ ID N0222 shown in Figure 150. 

Figure 152 shows a nucleotide sequence (SEQ ID NO:224) of a native sequence PR0791 (UNQ463) 
cDNA, wherein SEQ ID N0324 is a done designated herein as *DNA57838~1337* . 

Figure 153 shows the amino add sequence (SEQ ID NO:225) derived fiom the coding sequence of 
SEQ ID N0324 shown in Figure 1 52. 

Figure 1M shows a m y Jf o dd e sequent 
cDNA, wherein SEQ ID N0226 U a done designated herein as "DNA57844-1410\ 

Figure 155 shows the amino acid sequence (SEQ ID NO:227) derived from the coding sequence of 
SEQ ID NO:226 shown in Figure 154. 

Figure 156 showianickotide sequence (SEQ© 
cDNA, wherein SEQ ID NO£28 is a clone designated herein as "DNA5872M475*. 

Figure 1 57 shows the amino acid sequence (SEQ ID NO: 229) derived fiom the coding sequence of 
SEQ ID NO&28 shown in Figure 156. 

Figure 158 shows a nucleotide sequence (SEQ ID NO:230) of a native sequence PRO 1344 (UNQ699) 
cDNA, wherein SEQ ID NO:230 is a done designated herein as B DNA58723-1588\ 

Figure 159 shows the amino acid sequence (SEQ ID NO:23 1) derived from the coding sequence of 
SEQ ID NO:230 shown in Figure 158. 

Figure 160 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PROl 109 (UNQ552) 
cDNA, wherein SEQ ID NO: 235 is a done designated herein as "DNA58737-1473*. 

Figure 161 shows the amino acid sequence (SEQ ID NO:236) derived fiom die coding sequence of 
SEQ ID NO:235 shown in Figure 160. 

Figure 162 shows a nucleotide sequence (SEQ ID NO:240) of a native sequence PR01383 (UNQ719) 
cDNA, wherein SEQ ID NO:240 is a done designated herein as "DNA58743-1609\ 

Figure 163 shows the amino acid sequence (SEQ ID NO: 24 1) derived from the coding sequence of 
SEQ ID NO:240 shown in Rgure 162. 

Figure 164 shows a nucleotide sequence (SEQ ID NO:24S) of a native sequence PRO10Q3 (UNQ487) • 
cDNA, wherein SEQ ID NO:245 is a done designated herein as "DNA58846-1409*. 

Figure 165 shows the amino add sequence (SEQ ID NO:246) derived from the coding sequence of 
SEQ ID NO:245 shown in Figure 164. 

Figure 166 shows a nudeotide sequence (SEQ ID NO:247) of a native sequence PROl 108 (UNQ551) 
cDNA, wherein SEQ ID NO:247 is a done designated herein as "DNA58848-1472\ 

Figure 1 67 shows the amino add sequence (SEQ ID NO:248) derived from the coding sequence of 
SEQ ID NO:247 shown in Figure 166. 
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Figure 168 shows a nucleotide sequence (SEQ ID N0249) oft native sequence PROl 137 (UNQ575) 
cDNA, wherein SEQ ID N0249 is a done designated heiein as *DNA58849^1494 W . 

Figure 169 shows the amino add sequent* (^ 
SEQ ID H&JU9 shown in Figure 168. 

Figure 170 showsamideotide sequent 
cDNA, wherein SEQ ID NCh252 is a done designated herein as *DNA5885<M495". 

Figure 171 shows the amino add sequence (SEQ ID NOOS3) derived from the coding sequence of 
SEQ ID N0252 shown in Figure 170. 

Figure 172 shows a nucleotide sequence designated herein as DNA49140 (SEQ ID NO£54). 

Figure 173 shows a nudeotide sequence (SEQ ID NO:255) of a native sequence PRO1054 (UNQ5 1 9) 
cDNA, wherein SEQ ID NO£S5 b a done designated herein as *DNA5885M423*. 

Figure 174 shows the amino acid sequence (SEQ ID NO.256) derived from flic coding sequence of 
* SEQ ID N0255 shown in Figure 173. 

Figure 175 shows a nideotkto sequence CSEQ© 
cDNA* wherein SEQ ID NCh257 is a done designated herein as "DNA58855-1422* . 

Figure 176 shows the amino acid sequence (SEQ ID NO:258) derived from the coding sequence of 
SEQ IDNO:257 shown in Figure 175. 

Figure 177 shows a nucleotide sequence (SEQ ID NO:25?) of a native sequence PR0812 (UNQ517) 
cDNA, wherein SEQ ID NO:259 is a done designated herein as 'DNA592G5-1421\ 

Figure 178 shows the amino acid sequence (SEQ ID NO:260) derived from the coding sequence of 
SEQ ID NO:259 shown in Figure 177. 

Figure 179 shows a nucleotide sequence (SEQmNO:261)ofanativesequa9cePRO1069(UNQ526) 
cDNA, wherein SEQ ID NO:261 is a done designated herein as ■DNA59211-1450\ 

Figure 180 shows the amino add sequence (SEQ ID NO.-262) derived from the coding sequence of 
SEQ ID NO:261 shown in Figure 179. 

Figure 1 8 1 shows a nudeotide sequence (SEQ ID NO: 263) of a native sequence FRO 1 129 (UNQ568) 
cDNA, wherein SEQ ID NO:263 is a done designated herein as "DNA59213-1487*. 

Figure 182 shows the amino acid sequence (SEQ ID NO:264) derived from the coding sequence of 
SEQ ID NO:263 shown in Figure 181. 

Figure 1 83 shows a nucleotide sequence (SEQ ID NO:265) of a native sequence PRO 1 068 (UNQ525) 
cDNA, wherein SEQ ID NCh265 is a done designated herein as 'DNA59214-1449*. 

Figure 184 shows the amino acid sequence (SEQ ID NO:266) derived from the coding sequence of 
SEQ ID NO:265 shown in Figure 183. 

Figure 185 shows a nudeotide sequence (SEQ ID NO:267) of a native sequence PRO1066 (UNQ524) 
cDNA, wherein SEQ ID NO:267 is a done designated herein as "DNA59215-1425". 

Figure 1 86 shows the amino add sequence (SEQ ID NO:268) derived from the coding sequence of 
SEQ ID NO:267 shown in Figure 185. 

296 



WO 00/73454 PCT/US00/08439 

Figure 187 shows a nucleotide sequence (SEQ ID NOt269) of aiiafrve sequence PROl 184 (UNQ598) 
cDNA, wherein SEQ ID NO.269 it i done designated herein as "DNA39220-1514*. 

Figure 188 shows the amino acid sequence (SEQ ID NCK270) derived from the coding sequence of 
SEQ ID N0269 shown in Figure 187. 

Figure 189 shows a nucleotide sequence (SEQ ED NO:271) of a native sequence PRO 13 60 (UNQ709) 
cDNA, wherein SEQ ID NO:271 is a clone designated herein as *DNA59488-1603\ 

Figure 190 shows the amino acid sequence (SEQ ID NO:272) derived from the coding sequence of 
SEQ ID NOS71 shown in Figure 189. 

Figure 191 shows a nucleotide sequence (SEQ ID NCh273) of a native sequence PRO1029 (UNQ514) 
cDNA. wherein SEQ ID NO-.273 is a clone designated herein as "DNA59493-1420". 

Figure 192 shows (he amino add sequence (SEQ ID NO:274) derived from the coding sequence of 
SEQ ID N0273 shown in Figure 191. 

Rgnre 193 shows a nucleotide sequence (SEQ ID NOS75) of a native sequence PROl 139 (UNQ577) 
cDNA. wherein SEQ ID NOZ75 is a done designated herein as "DNA59497-1496". 

Rguro 194 shows tbe amino acid sequence (SEQ ID NO:276) derived from the coding sequence of 
SEQ ID NOS75 shown in Figure 193. 

Figure 193 shows a nucleotide sequence (SEQ ID NO:277) of* native sequence PRO1309 (UNQ675) 
cDNA, wherein SEQ ID NO:277 is s done designated herein as "DNA59588-1571". 

Figure 196 shows the amino acid sequence (SEQ ID NO:278) derived from the coding sequence of 
SEQ ID NO:277 shown in Figure 195. 

Rgure 197 shows a nucleotide sequence (SEQ ID NO:280) of a native sequence PRO1028 (UNQ513) 
cDNA, wherein SEQ ID NCh280 is a done designated herein as M>N*\59603-1419\ 

Rgure 198 shows the amino acid sequence (SEQ ID NO:281) derived from the coding sequence of 
SEQ ID NO.280 shown in Rgure 197. 

Rgure 199 shows a nucleotide sequence (SEQ ID NO:282) of a native sequence PRO1027 (UNQ512) 
cDNA, wherein SEQ ID N0.2S2 is a clone designated herein as •DNA59605-1418". 

Rgure 200 shows the amino acid sequence (SEQ ID NO:283) derived from the coding sequence of 
SEQ ID NO:282 shown in Rgure 199. 

Rgure 201 shows a nucleotide sequence (SEQ ID NO:284) of a native sequence PROl 107 (UNQ550) 
cDNA, wherein SEQ ID NO:284 is a done designated herein as "DNA59606-1471 \ 

Rgure 202 shows the amino acid sequence (SEQ ID NO:285) derived from the coding sequence of 
SEQ ID NO:284 shown in Rgure 201. 

Rgure 203 shows a nucleotide sequence (SEQ ID NO:286) of a native sequence PROl 140 (UNQ578) 
cDNA, wherein SEQ ID NO:286 is a done designated herein as 'DNA59607-1497\ 

Rgure 204 shows the amino add sequence (SEQ ID NO: 287) derived from the coding sequence of 
SEQ ID N0386 shown in Rgure 203. 

Rgure 205 shows a nucleotide sequence (SEQ ID NO:288) of a native sequence PROl 106 (UNQ549) 
cDNA, wherein SEQ ID NO:288 is a done designated herein as "DNA59609-1470". 
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Figure 206 shows die amino add sequence (SEQ ID N0289) derived from the coding sequence of 
SEQ ID N0288 shown in Figure 205. 

Figure 207 shows a nucleotide sequence (SEQ ID NO--290) of a native sequence PR01291 (UNQ659) 
cDNA, wherein SEQ ID NO290 it a done designated herein as "DNA59610-1556*. 

Figure 208 shows the amino acid sequence (SEQ ID NO:291) derived from the coding sequence of 
SEQ ID NO290 shown in Figure 207. 

Figure 209 shows a nucleotide sequence (SEQ m NO: 292) of a native sequence PRO 11 05 (UNQ548) 
cDNA. wherein SEQ ID NCh292 is a done designated herein as "DNA59612-1466*. 

Figure 210 shows the amino acid sequence (SEQ ID NO-.293) derived from the coding sequence of 
SEQ ID NCh292 shown in Figure 209. 

Figure 211 shows a nucleotide sequence (SEQ ID NCh294) of a native sequence PR051 1 (UNQ511) 
^ «DNA, wherein SEQ ID NO£94 Is a done designated herein as "DNA59613-1417". 

Figure 212 showa the amino add sequence (SEQ ED NO-.295) derived ftom the coding sequence of 
SBQ IDN0394 shown in Figure 211. 

Rguro 213 shows a nucleotide sequence (SEQ ID NO-.296) of a native sequence PROl 104 (UNQ547). 
cDNA, whereta SEQ ID NO:296 is a done designated herein as "DNA59616-144SS*. 

Figure 214 shows die amino add sequence (SEQ ID N0297) derived from the coding sequence of 
SEQ ID N0296 shown in Figure 213. 

Rgure 215 shows a nucleotide sequence (SEQ ID NO:298) of a native sequence PRO 1 100 (UNQS46) 
cDNA. wherein SEQ ID NO:298 is a done designated herein as "DNA59619-1464". 

Figure 216 shows the amino acid sequence (SEQ ID NO:299) derived ftom the coding sequence of 
SEQ ID NO:298 shown in Figure 215. 

Figure 217 shows a nucleotide sequence (SEQ ID NO:300) of a native sequence PR0836 (UNQ545) 
cDNA. wherein SEQ ID NO: 300 is a clone designated herein as "DNA59620-1463". 

Figure 218 shows the amino acid sequence (SEQ tt> NO:301) derived from the coding sequence of 
SEQ ID NO300 shown in Figure 217. 

Rgure 219 shows a nucleotide sequence (SEQ ID NO:3Q2) of a native sequence PROl 141 (UNQ579) 
cDNA, wherein SEQ ID NO:302 is a done designated herein as *DNA59625-1498\ 

Figure 220 shows the amino acid sequence (SEQ ID NO:303) derived from the coding sequence of 
SEQ ID NO-302 shown in Figure 219. 

Rgure 221 shows a nucleotide sequence designated herein as DNA33128 (SEQ ID NO:304). 

Rgure 222 shows a nucleotide sequence designated herein as DNA342S6 (SEQ ID NO:305). 

Rgure 223 shows a nucleotide sequence designated herein as DNA47941 (SEQ ID NO:306). 

Figure 224 shows a nucleotide sequence designated herein as DNA54389 (SEQ ED NO:307). 

Figure 225 showa a nucleotide sequence (SEQ ID NO:308) of a native sequence PROl 132 (UNQ570) 
cDNA. wherein SEQ ID NO:308 is a done designated herein as "DNA59767-1489". 

Figure 226 shows the amino acid sequence (SEQ ID NO:309) derived from the coding sequence of 
SEQ ID NO.-308 shown in Figure 22S. 
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Figure 227 shows a nucleotide sequence (SEQ ID NOJ13) of a native sequence PR01346 cDNA, 

wherein SEQ ID NO-.313 is a clone designated herein as "DNA59776-1600". 

Rgure 228 shows the amino acid sequence (SEQ ID NOJ14) derived from the coding sequence of 

SEQ ID NCh313 shown in Figure 227. 

%ure 229 shows a nucleotide sequence (SEQ ID (UNQ569) 
cDNA. wherein SEQ ID NOJ18 is a clone designated herein as ■DNA59777-1480". 

Figure 230 shows the amino acid sequence (SEQ ID NO:319) derived from the coding sequence of 
SEQ ID NO-J18 shown in Figure 229. 

Figure 231 shows a nucleotide sequence designated herein as DNA43546 (SEQ ED NO320). 

Figure 232 shows a micleotide sequence (SEQ ID NO:325) of a native sequence PR01281 (UNQ651) 
cDNA, wherein SEQ ID NO&25 is a clone designated herein as "DNA59820-1549". 

Figure 233 shows me amino acid se<aience (SEQ ID NO:326) derived from the coding sequence of 
SEQ ID N0325 shown in Figure 232. 

Figure 234 shows a nucleotide sequence (SEQ ID NO:333)ofaiudve sequence raoi064(UNQl 11) 
cDNA, wherein SEQ ID N03M is a done designated herein as 'DNA59827-1426*. 

Figure 235 shows the amino acid sequence (SEQ ID N0334) derived from the coding sequence of 
SEQ ID NO:333 shown in Figure 234. 

Figure 236 shows a nucleotide sequence designated herein as DNA45288 (SEQ ID NO:335). 

Figure237 showsamicleolideseqiieii^ 
cDNA. wherein SEQ ID NO:339 is a clone designated herein as "DNA3 9828-1608". 

Figure 238 shows the amino acid sequence (SEQ ID NO.340) derived from the coding sequence of 
SEQ ID NO:339 shown in Figure 237. 

Figure 239 shows a nucleotide sequence (SEQ ID NO:344) of a native sequence PR0844 (UNQ544) 
cDNA, wherein SEQ ID NO:344 is a clone designated herein as "DNA59838-1462". 

Figure 240 shows the amino acid sequence (SEQ ID NO:345) derived from the coding sequence of 
SEQ ID NO:344 shown in Figure 239. 

Figure 241 shows a nucleotide sequence (SEQ ID NO: 346) of a native sequence PR0848 (UNQ543) 
cDNA, wherein SEQ ID NO:346 is a clone designated herein as "DNA59839-1461\ 

Figure 242 shows the amino acid sequence (SEQ ID NO:347) derived from the coding sequence of 
SEQ ID NO:346 shown in Figure 241 . 

Figure 243 shows a nucleotide sequence (SEQ ID NO:348) of a native sequence PRO1097 (UNQ542) 
cDNA, wherein SEQ ID NO:348 is a clone designated herein as "DNA59841-1460". 

Figure 244 shows the amino acid sequence (SEQ ID NO:349) derived from the coding sequence of 
SEQ ID NO:348 shown in Figure 243. 

Figure 245 shows a nucleotide sequence (SEQ ID NO350) of a native sequence PROl 1 53 (UNQ583) 
cDNA, wherein SEQ ID NO:350 is a done designated herein as 'DNA59842-1502". 

Figure 246 shows the amino acid sequence (SEQ ID NO:351) derived from the coding sequence of 
SEQ ID NO:350 shown in Figure 245. 
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Figure 247 shows a nucleodde sequence (SEQ ID NO:352) of a native sequence PROl 154 (UNQ584) 
cDNA, wherein SEQ ID NO:352 is a clone designated herein as # DNA59846-15G3\ 

Figure 248 shows the amino acid sequence (SEQ ID N0353) derived from the coding sequence of 
SEQ ID N0352 shown in Figure 247. 

Figure 249 shows a nucleotide sequence (SEQ ID NCh354) of a native sequence PRO 1181 (UNQ595) 
5 cDNA, wherein SEQ ID NO£54 is a clone designated herein as "DNA59847-15I1*. 

Figure 250 shows die amino add sequence (SEQ ID NO:355) derived from the coding sequence of 
SEQ ID N03S4 shown in Figure 249. 

Figure 251 showsanucleotideseq 

cDNAt wherein SEQ ID NO-.356 is a done designated herein as •DNA59848-1512V 

10 Figure 252 shows die amino acid sequence (SEQ ID N0357) derived from the coding sequence of 

SEQ ID N0356 shown in Figure 2S1. 

* 

Figure 253 shows a nucleotide sequence (SEQ ID NO:358) of a native sequence FROl 155 (UNQ585) 

cDNA, wherein SEQ ID NO.358 is a done designated herein as "DNA59849-1504\ 

Figure 254 shows the amino acid sequence (SEQ ID NO:359) derived from the coding sequence of 
IS SEQ ID N0358 shown in Figure 253. 

Figure 255 shows a nucleotide sequence (SEQ ID NO:360) of a native sequence PROl 156 (UNQ586) 
cDNA, wherein SEQ ID NO360 is a done designated herein as *DNA59853-15Q5\ 

Figure 256 shows the amino acid sequence (SEQ ID NO: 36 1 ) derived from the coding sequence of 
SEQ ID NO : 360 shown in Figure 255 . 
20 Figure 257 shows a nucleotide sequence (SEQ ID NO:362) of a native sequence PRO1098 (UNQ541) 

cDNA, wherein SEQ ID NO:362 is a done designated herein as "DNA59854-1459". 

Figure 258 shows the amino add sequence (SEQ ID NO:363) derived from the coding sequence of 
SEQ ID NO:362 shown in Figure 257. 

Figure 259 shows a nucleotide sequence (SEQ ID NO:364) of a native sequence PROl 127 (UNQ565) 
25 cDNA, wherein SEQ ID NO:364 is a done designated herein as "DNA60283-1484". 

Figure 260 shows the amino acid sequence (SEQ ID NO:365) derived from the coding sequence of 
SEQ ID NO :364 shown in Figure 259. 

Figure 261 shows a nudeotide sequence (SEQ ID NO:366) of a native sequence PRO 1 126 (UNQ564) 
cDNA, wherein SEQ ID NO:366 is a done designated herein as *DNA60615-1483\ 
30 Figure 262 shows the amino acid sequence (SEQ ID NO:367) derived from the coding sequence of 

SEQ ID NO:366 shown in Figure 261. 

Figure 263 shows a nucleotide sequence (SEQ ID NO:368) of a native sequence PROl 125 (UNQ563) 
cDNA, wherein SEQ ID NO:368 is a done designated herein as "DNA60619-1482". 

Figure 264 shows the amino acid sequence (SEQ ID NO : 369) derived from the coding sequence of 
35 SEQ ID N0368 shown in Figure 263. 

Figure 265 shows a nucleotide sequence (SEQ ID NO 370) of a native sequence PRO 1 1 86 (UNQ600) 
cDNA, wherein SEQ ID NO:370 is a done designated herein as "DNA60621-1516\ 
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Figure 266 shows the amino add sequence (SEQ ID NO:371) derived from the coding sequence of 
SEQ ID NO370 shown in Figure 265. 

Figure 267 shows a nucleotide sequence (SEQ ID NO:372) of a native sequence PROll 98 (UNQ611) 
cDNA, wherein SEQ ID NOJ72 b a done designated herein as "DNA606224525\ 

Figure 268 shows the amino add sequence (SEQ ID NO:373) derived from the coding sequence of 
SEQ ID N0372 shown in Figure 267. 

Figure 269 shows a nucleotide sequence (SEQ ID NO:374) of a native sequence PRO 1158 (UNQ5 88) 
cDNA, wherein SEQ ID NO:374 is a done designated herein as •DNA60625-I507\ 

Figure 270 shows the amino acid sequence (SEQ ID NO:375) derived from the coding sequence of 
SEQ ID N0374 shown in Figure 269* 

Figure 271 shows a nucleotide sequence (SEQ ID NO-.376) of a native sequence PROl 159 (UNQ589) 
cDNA. wherein SEQ ID NO:376 is a done designated herein as -DNA60627-1508\ 

Figure 272 shows the amino acid sequence (SEQ ID N0377) derived from the coding sequence of 
SEQ ID NCh376 shown in Figure 271. 

Figure 273 shows a nucleotide sequence (SEQ ^ 
cDNA, wherein SEQ ID NO:378 is a done designated herein as •DNA60629-1481 \ 

Figure 274 shows the amino add sequence (SEQ ID NO:379) derived from the coding sequence of 
SEQ ID NO:378 shown in Figure 273. 

Figure 275 shows a nucleotide sequence (SEQ ID NO: 3 80) of a native sequence FRO 1 287 (UNQ656) 
cDNA, wherein SEQ ID NO:380 is a done designated herein as *DNA61755-1554". 

Figure 276 shows the amino acid sequence (SEQ ID NO:381) derived from die coding sequence of 
SEQ ID NO:380 shown in Figure 275. 

Figure 277 shows a nucleotide sequence (SEQ ID NO:386) of a native sequence PR01312 (UNQ678) 
cDNA, wherein SEQ ID NO:386 is a done designated herein as •DNA61873-1574". 

Figure 278 shows the amino acid sequence (SEQ ID NO:387) derived from the coding sequence of 
SEQ ID N0386 shown in Figure 277. 

Figure 279 shows a nucleotide sequence (SEQ ID NO:388) of a native sequence PROl 192 (UNQ606) 
cDNA, wherein SEQ ID NO:388 is a clone designated herein as "DNA62814-1521 \ 

Figure 280 shows the amino acid sequence (SEQ ID NO: 389) derived from the coding sequence of 
SEQ ID NO:388 shown in Figure 279. 

Figure 281 shows a nucleotide sequence (SEQ ID NO:393) of a native sequence PROl 160 (UNQ590) 
cDNA, wherein SEQ ID NO:393 is a done designated herein as "DNA62872-1509\ 

Figure 282 shows the amino acid sequence (SEQ ID NO:394) derived from the coding sequence of 
SEQ ID NO:393 shown in Figure 281. 

Figure 283 shows a nucleotide sequence (SEQ ID NO:398) of a native sequence PROl 187 (UNQ601) 
cDNA, wherein SEQ ID NO:398 is a clone designated herein as "DNA62876-1517\ 

Figure 284 shows the amino acid sequence (SEQ ID NO:399) derived from the coding sequence of 
SEQ ID NO:398 shown in Figure 283. 
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✓ 

Rgure 28S stows a nucleotide sequence (SE^ 
cDNA. wherein SEQ ID NO:400 is a done designated herein aa "DNA6288M515\ 

Rgure 286 showa the amino acid sequence (SEQ ID NO:40 1) derived from the coding sequence of 
SEQ ID NO:400 shown in Figure 285. 

Rgure 287 showa a nucleotide sequence (SEQ ID NO:4Q2) of a native sequence PR01345 (UNQ700) 
cDNA, wherein SEQ ID NOr402 is a clone designated herein as 'DNA648324589*. 

Rgure 288 shows die amino add sequence (SEQ ID NO:403) derived from 
SEQ ID NO.402 shown in Figure 287. 

Hgro 289 shows a nucleotide sequence (SEQ ID NCh407) ofaiuOive sequence PR01245(UNQ^ 
cDNA, wherein SEQ ID NO:407 is a clone designated herein as •DNA64884-I527". 

Rgure 290 shows the amino add sequence (SEQ ID NO: 408) derived from the coding sequence of 
SEQ ID NO:407 shown in Figure 289. 

i 

Rgure 291 shows a nucleotide sequence (SEQ ID NO:409) of a native sequence PR01358 (UNQ707) 
cDNA. wherein SEQ ID NO:409 is a dons designated herein aa "DNA648904612" . 

Rgure 292 shows the amino add sequence (SEQ ID NO:410) derived from die coding sequence of 
SEQ ID NO:409 shown in Rgure 291. 

Rgure 293 shows a nucleotide sequence (SEQ ID NO:41 1) of a native sequence PROl 193 (UNQ608) 
cDNA, wherein SEQ ID NO:411 is a dor* designated herein as "DNA654I2-1523". 

Rgure 294 shows the amino add sequence (SEQ ID NO:412) derived from the coding sequence of 
SEQ ID NO:411 shown in Rgure 293. 

Rgure 295 shows a nucleotide sequence (SEQ ID NO:413) of a native sequence PRO1270 (UNQ640) 
cDNA, wherein SEQ ID NO:413 is a done designated herein as "DNA66308-1537". 

Rgure 296 shows the amino acid sequence (SEQ ID NO:414) derived from the coding sequence of 
SEQ ID NO:413 shown in Rgure 295. 

Rgure 297 shows a nudeotide sequence (SEQ ID NO:415) of a native sequence PR01271 (UNQ641) 
cDNA, wherein SEQ ID N&413 is a done designated herein as "DNA663094538\ 

Rgure 298 shows the amino acid sequence (SEQ ID NO:416) derived from the coding sequence of 
SEQ ID NO:415 shown in Rgure 297. 

Figure 299 shows a nucleotide sequence (SEQ ID NO:4 17) of a native sequence PR01375 (UNQ712) 
cDNA, wherein SEQ ID NO:417 is a done designated herein as "DNA67004-1614". 

Rgure 300 shows the amino add sequence (SEQ ID NO:418) derived from the coding sequence of 
SEQ ID NO:417 shown in Rgure 299. 

Figure 301 shows a nucleotide sequence (SEQ ID NO:419) of anative sequence PR01385 (UNQ720) 
cDNA, wherein SEQ ID NO:419 is a done designated herein as "DNA68869-1610". 

figure 302 shows the amino add sequence (SEQ ID NO:420) derived from the coding sequence of 
SEQ ID NO:419 shown in Figure 301. 

Rgure 303 shows a nucleotide sequence (SEQ ID NO:421) of a native sequence PR01387 (UNQ722) 
cDNA, wherein SEQ ID NO:421 is a done designated herein as "DNA68872-1620". 
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Figure 304 shows die amino acid sequence (SEQ ID N&422) derived from the coding sequence of 
SEQ ID NO:421 shown in Figure 303. 

Figure 305 shows a nucleotide sequence (SBQ ID N&423) of a native sequence PROl 384 (UNQ72 1 ) 
cDNA. wherein SEQ n> NO:423 is a done designated herein as "DNA71 159-1617*. 

Figure 306 shows the amino acid sequence (SEQ ID NO:424) derived from the coding sequence of 
SEQ ID N&423 shown in Figure 305. 

Figure 307 shows a nucleotide sequence (SEQ ID NO:494) of a native sequence PR0183 cDNA, 
wherein SEQ ID NO:494 la a done designated herein as "DNA28498*. 

Figure 308 shows the amino add sequence (SEQ ID NCk495) derived from the coding sequence of 
SEQ ED NO:494 shown in Figure 307. 

Figure 309 shows a nucleotide sequence (SEQ ID NO:496) of a native sequence PR0184 cDNA, 
wherein SEQ ID NO:496 is a done designated herein as 'DNA2S500'. 

Figure 310 shows the amino add sequence (SEQ ID NO:497) derived from die coding sequence of 
SEQ ID NO:496 shown in Figure 309. 

Figure 311 shows a nDcJeotide sequence (SEQ ID NO:498) of t native sequence PR0185 cDNA, 
wherein SEQ ID NO:498 is a clone designated herein as •DNA2S503*. 

Figure 312 shows the amino acid sequence (SEQ ID NO:499) derived from the coding sequence of 
SEQ ID NO:498 shown in Figure 31 1. 

Figure 313 shows a mx^eotide sequence (SEQ ID NCh500) of a native sequence PR0331 cDNA, 
wherein SEQ ID NO:500 is a clone designated herein as "DNA4098M234\ 

Figure 314 shows the amino acid sequence (SEQ ID NO:501) derived from the coding sequence of 
SEQ ID NO:500 shown in Figure 313, 

Figure 315 shows a nucleotide sequence (SEQ ID NO:502) of a native sequence PR0363 cDNA, 
wherein SEQ ID NO:502 is a clone designated herein as B DNA45419-1252\ 

Figure 316 shows the amino acid sequence (SEQ ID NO:503) derived from the coding sequence of 
SEQ ID NCh502 shown in Figure 315. 

Figure 317 shows a nucleotide sequence (SEQ ID NO:504) of a native sequence PR05723 cDNA, 
wherein SEQ ID NO:504 is a clone designated herein as "DNA82361". 

Figure 318 shows the amino acid sequence (SEQ ID NO:505) derived from the coding sequence of 
SEQ ID NO504 shown in Figure 317. 

Figure 319 shows a nncleotide sequence (SEQ ID NO:506) of a native sequence PRO3301 cDNA, 
wherein SEQ ID NO:506 is a clone designated herein as m DNAmm\ 

Figure 320 shows the amino acid sequence (SEQ ID NO:507) derived from the coding sequence of 
SEQ ID NO:506 shown in Figure 319. 

Figure 321 shows a nucleotide sequence (SEQ ID NO:508) of a native sequence PRO9940 cDNA, 
wherein SEQ ID NO:508 is a done designated herein as "DNA92282". 

Figure 322 shows the amino acid sequence (SEQ ID NO:509) derived from the coding sequence of 
SEQ ID NO:508 shown in Figure 321. 



303 



WUWVTJ434 PCT/US0WW439 

Figure 323 shows a nucleotide sequence (SEQ © NO510) of 1 native sequence PR09828 cDNA, 
wherein SEQ ID NO:510 is a done designated herds at "DNA14223M768\ 

Figure 324 show* the amino acid sequence (SEQ ID NO.511) derived from the coding sequence of 
SEQ ID NO310 shown in Figure 323. 

Figure 325 snows a nudeotto 
wherein SEQ ID NO:512 is a done designated herein as "DNA108722-2743". 

Figure 326 shows the amino acid sequence (SEQ ID NO:513) derived from die coding sequence of 
SEQ ID NOt512 shown in Figure 325. 

Figure 327 shows a nucleotide sequence (SEQ ID NO:5 14) of a native sequence PR0361 cDNA, 
wherein SEQ ID NO:514 is a done designated herein as "DNA4541<M2S0\ 

Figure 328 shows the amino add sequence (SEQ ID NOJI5) derived ftom the coding sequence of 
SEQ ID NOS14 shown in Figure 327. 

Figure 329 shows a nucleotide sequence (SEQ ID NO:5 1 6) of a native sequence PR0346 cDNA, 
wherein SEQ ID N0516 is a done designated herein as "DNA44196-1353". 

Figure 330 shows the amino add sequence (SBQ ID NO.517) derived from the coding sequence of 
SEQ ID N&516 shown in Figure 329. 
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L Definitions 

Hie terms "PRO polypeptide- and "FRO 9 as used herein and when immediately followed by a 
numerical designation refer to various polypeptides, wherein die complete designation (i.e., PRO/number) 
refers id specific polypeptide sequences as described herein. The terms "PRO/number polypeptide" and 
"PRO/number* wherein the term "number" is provided as an actual numerical designation as used herein 
encompass native sequence polypeptides and polypeptide variants (which are further defined herein). The PRO 
polypeptides described herein may be isolated ftom a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synthetic methods. 

A "native sequence PRO polypeptide* comprises a polypeptide having the same amino acid sequence 
as the corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides can be 
isolated from nature or can be produced by recombinant or synthetic means. The term "native sequence PRO 
polypeptide" specifically encompasses naturally^ccurring truncated or seemed forms of the specific PRO 
polypeptide (e.g., an extracellular domain sequence), naturally-occurring variant forms (e.g., alternatively 
spliced forms) and naturalry-occurring allelic variants of the polypeptide. In various embodiments of the 
invention, the native sequence PRO polypeptides disclosed herein are mature or full-length native sequence 
polypeptides comprising the full-length amino acids sequences shown in the accompanying figures. Start and 
stop codons are shown in bold font and underlined in die figures. However, while the PRO polypeptide 
disclosed in the accompanying figures are shown to begin with t^fatm residues designated herein as amino 
acid position 1 in the figures, it is conceivable and possible that other methionine residues located either 
upstream or downstream from the amino acid position 1 in the figures may be employed as the starting amino 
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acid resktoc to the PRO polypeptide*. 

The PRO polypeptide 'extracellular domain" or *ECD* refers to a form of the PRO polypeptide 
wbkh is essentially free of the transmembrane art 

Will topless than 1 % of snrh tranqmgnihraiia and/or cytnpkxmic riArnflim ttnA prgfcrftMy t wfll havff IfSS 

0.5% of socfa domains. It will be understood that any transmembrane domains identified for the PRO 

polypeptides of the present invention are identified pursuant to criteria routinely employed in the ait to 

identifying that type of hydrophobic domain. The exact boundaries of a transmembrane domata may vary to 

most likely by no more than about 5 amb» adds at either end 

Optionally, therefore, an extracellular domafo of a PRO po^^ 

adds on either skk> of the t^^ 

ocspccirlcatkm and such p 

them, am comtemplated by the present invention* 

Hie approximate location of the "signal peptides" of tte various P 
art sl»wn in the present spedfiratto It is noted, however, that the C- 

tenninal boundary ofa signal peptic 
side of the signal peptide C-tenninalboundaiy as initial^ 
of the signal peptide may be identified pursuant to criteria routinely enpkiyed to 
of amino add sequence den^^ 

14:4683-4690 (1986)). Moreover, it is also recognized that, in some cases, deavage of a signal 
sequence from a secreted polypeptide is not entirely uniform, resulting in more than one secreted species. 
These mature polypeptides, where the signal peptide is cleaved within no more than about 5 amino acids on 
either side of die Ctorminal boundary of the signal peptide as identified herein, and the polynucleotides 
encoding them, are contemplated by die present invention. 

"PRO polypeptide variant" means an active PRO polypeptide as defined above or below having at least 
about 80% amino acid sequence identity with a full-length native sequence PRO polypeptide sequence as 
disclosed herein, a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal peptide, as disclosed herein or any other fragment 
of a full-length PRO polypeptide sequence as disclosed herein. Such PRO polypeptide variants include, for 
instance, PRO polypeptides wherein one or more amino acid residues are added, or deleted, at the N- or C- 
tennmusof the full-length native amino acid sequence. Ordinarily, a PRO polypeptide variant will have at 
least about 80 % amino acid sequence identity, preferably at least about 8 1 % amino add sequenc* identity, 
more preferably at least about 82% amino add sequence identity, more preferably at least about 83 % amino 
acid sequence identity, more preferably at least about 84% amino acid sequence identity, more preferably at 
least about 85% amino acid sequence identity, more preferably at least about 86% amino add sequence 
identity, more preferably at least about 87 % amino add sequence identity, more preferably at least about 88 % 
amino acid sequence identity, more preferably at least about 89% amino acid sequence identity, more 
preferably at least about 90% amino add sequence identity, more preferably at least about 91% amino add 
sequence identity, more preferably at least about 92 % amino acid sequence identity, more preferably at least 
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ab<** 93* amino add sequence identity, more preferably at least about 94% amino acid sequence identity, 
more preferably at least about 95 % amino add sequent* identity, more preferably at least about 96 % amino 
acid sequence identity, more preferably at least about 

least about 98% amino acid sequence identity and most preferably at least about 99% amino add sequence 
kk^witb a ftill-length native sequence 
sequence laddng the signal peptides 

or without the signal peptide, as disclosed herein ot ai^ <rther sped 

PRO polypeptide sequence as disclosed herein. Ordinarily, PRO variant polypeptides are at least about 10 
amino adds to kngth, often at least abo^ 

in length, more often at least about 40 amino adds in length, more often at least about 50 amino adds in 
length, more often at least ab^ 
^ more often at least about 80 amino adds in length, more often at least about 90 amino acid* In b»n£th t mn^ 
often at least about 100 amino adds in length, more often at least abw 
ttfc&t about 200 amino adds in length, more often at least about 300 

•Percent (%) amino add sequence identity* wifcreq^ 
herein is defined as the percentage of aminD acid residues in a candidate sequence that are identical with the 
amino ackl residues in the qpedffo PR 

g^is, if necessary, to achieve die maximum percent sequence ide^ 

substitutions as part of the sequence identity. Alignment for purposes of determining percent amino add 
sentence Identity can be achieved in various ways that are within the skill in the art, for instance, using 
publicly available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. 
Ttase skilled in die art can determine appropriate parameters for measuring alignment, induding any 
algorithms needed to achieve maximal alignment over the full length of the sequences being compared. For 
purposes herein, however, % amino acid sequence identity values are generated using the sequence comparison 
computer program ALIGN-2, wherein the complete source code for the AUGN-2 program is provided in 
T^ble 1 below. I^e ALIGN-2 sequence comparison computer program was authored by Genentech, Inc. and 
the source code shown in Table 1 below has been filed with user documentation in the U.S. Copyright Office, 
Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. TXU510087. The 
AUGN-2 program is publicly available through Genentech, Inc. , South San Francisco , California or may be 
compiled from the source code provided in Table 1 below. The AUGN-2 program should be compiled for 
use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence comparison parameters are 
set by the AUGN-2 program and do not vary. 

In situations where AUGN-2 is employed for amino acid sequence comparisons, the % amino acid 
sequence identity of a given amino acid sequence A to, with, or against a given amino add sequence B (which 
can alternatively be phrased as a given amino add sequent* A that has or comprises a certain % amino add 
secpence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

100 times the fraction X/Y 
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where X is the number of amino add residues scored as idertfcalmaidm 

AUGN-2 in that program's alignment of A and B, and where Y U the total number of annuo add residues in 
B. It will be appreciated that where the length of amino ic^ sequence A is ikA equal to the length of an^ 
add sequence B, the % amino add sequence identity of A to B will not equal the % amino add sequence 
identity of B to A. As examples of % amino add sequence identity calculations using this method, Tables 2 
and3dcmonstratchowtocatail^ 

'Comparison Protein* to the amino arid sequence designated "PRO*, wherein "PRO* represents the amino 
add sequence of a hypothetical PRO polypeptide of interest, 

sequence of a polypeptides .y 
and *Z* each represent different hypothetical amino add residues. 

Unless specifically stated otherwise, all X amino add sequence identity values used herein are 
^ obtained as described in the immediately preceding paragraph using the ALIGN-2 compute* program. 
However, % amino add sequence identity vahiea may also bo obtained 

BLAST-2 computer prog^ Most of the WU- 

BLAST-2seaxch parameters are set to the de&ultvalues. Those not set to defcult values,Le.. the adjustable 
parameters, are set with die following values: overlap span - 1, overlap fraction ■» 0. 125, wonl threshold 
CD- 11. and scoring matrix -BLOSUM62. When WU-BLAST-2 is employed, a % amino add sequence 
identity value is determined by dividing (a) the immber of m^ 

amino add sequence of the PRO polypeptide of interest having a sequence derived from the native PRO 
polypeptide and the comparison amino acid sequence of interest (Le. , die sequence against which the PRO 
polypeptide of interest is being compared which may be a PRO variant polypeptide) as determined by WU- 
BLAST-2 by (b) the total number of amino add residues of the PRO polypeptide of interest. For example, 
in die statement "a polypeptide comprising an die amino acid sequence A which has or having at least 80% 
amino add sequence identity to the amino acid sequence B*, the amino add sequence A is the comparison 
amino acid sequence of interest and the amino acid sequence B is the amino acid sequence of die PRO 
polypeptide of interest 

Percent amino acid sequence identity may also be detennined using the sequence c^^ 
NCBI-BLAST2 (Altschul et al., Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from http://www.ncbi.nlm.nih.gov. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to defeult values including, for example, 
unmask ■ yea, strand - all, expected occurrences « 10, minimum low complexity length « 15/5, multi-pass 
e-vah* = 0.01, constant for multi-pass = 25, dropoff for final gapped alignment - 25 and scoring matrix 
= BLOSUM62. 

In situations where NCBI-BLAST2 is employed for amino add sequence comparisons, the % amino 
acid sequence identity of a given amino acid sequence A to, with, or against a given amino add sequence B 
(which c^alteraativejfy be phrased as a given aminoacidsequence A that 1m or comprises a certain % amino 
acid sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 
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where X is the number of atninoacMicgk tu es sc ore d 

NCK-BLAST2 in Oat program 9 ! alignment of A'and B, and where Y is the total number of amino acid 
residues in B. It will be appreciated that where die length of amino add sequence A is not equal to die to 
of amino acid sequence B, the % amino acid sequence identity of A to B wiH not equal the % amino acid 
sequence identity of B to A. 

*PRO variant polynucleotide* or *PRO variant nucleic add sequence" m^t^i^ ^ mlmilff 
which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic add 
sequence identity with a nucleotide add sequence encoding a full-length native sequence PRO polypeptide 
sequence as (fisdosed herein, a &114ength native sequen* 

as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 
disclosed herein or any other fragment of a foil-length PRO polypeptide sequence as disclosed herein. 
Onfinarifr,aPROvarfai*^^ 

preferably at least about 81% midefe add sequence identity, m 

sequence identity, more preferably at least about 83% nudeic acid sequence identity, more preferably at least 
about 84% nucleic add sequence identity, more preferably at 1^ 
mnepeferaUy at least about 86% indefe add sequence identity, mm 

add sequence identity, more preferably at least about 88 % nudeic acid sequence identity, more preferably at 
least about 89% nucleic add sequence identity, more preferably at least about 90% nucleic acid sequence 
identity, more preferably at least about 91 % nucleic add sequence identity, more preferably at least about 92% 
nucleic acid sequence identity, more preferably at least about 93% nucleic acid sequence identity, more 
preferably at least about 94% nucleic acid sequence identity, more preferably at least about 95% nucleic acid 
sequence identity* more preferably at least about 96% nudeic acid sequence identity, more preferably at least 
about 97% nuddc acid sequence identity, more preferably at least about 98% nudeic add sequence identity 
and yet more preferably at least about 99% nuddc add sequence identity with a nudeic add sequence 
encoding a full-length native sequence PRO polypeptide sequence as disclosed herein, a full-length native 
sequence PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain of 
a PRO polypeptide, with or without the signal sequence , as disclosed herein or any other fragment of a full- 
length PRO polypeptide sequence as disdosed herein. Variants do not encompass the native nucleotide 

Ordinarily, PRO variant polynucleotides are at least about 30 nucleotides in length, often at' least about 
60 nucleotides in length, more often at least about 90 nucleotides in length, more often at least about 120 
nudeotides in length, more often at least about 150 nucleotides in length, more often at least about 180 
nu cleo ti des in length, more often at least about 210 nucleotides in length, more often at least about 240 
nucleotides in length, more often at least about 270 nudeotides in length, more often at least about 300 
i w dc o ti dea h length, more often at least about 450 nudeotides in length* more often at least about 600 
nudeotides in length, more often at least about 900 nucleotides in length, or more. 
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. "Percent (%) nucleic add sequence identity* with respect to PR&encoding nucleic add sequences 
identified hereto b defined as the 

nucleotides in the PRO nucleic add sequence of interest, afier aligning the sequence* and introducing gaps, 
if necessary, to achieve die maximum percent sequence identity. Alignment for purposes of determining 
penxrt nude* ac& sequence identity can bo 
5 instate, using publicly available computer software such as BLAST, BLAST-2, ALIGN or MegaHgn 
(DNACTAR) software. Ftor purposes herein, however, %nuddc add sequence identity values are generated 
using the sequence comparison computer program ALIGN-2, wherein die complete source code for die 
AUGN-2 program is provided in Table 1 bdow. The AUGN-2 sequence comparison computer program was 
authored by Genentech, Inc. and die source code shown in Table 1 below has been filed with user 

10 documentation in the U.S. Copyright Office, Washington D.C., 20559, where ft is registered under U.S. 
Copyright Registration No. TXU510087. The AUGN-2 program is publicly available through Genentech, 
Inc., South San Francisco, California or msy be compiled from the source code provided in Table 1 below. 
The ALIGN-2 program should be compiled for use on a UNIX operating system, preferably digital UNIX 
V4.0D. AH sequence comparison parameters are set by the AUGN-2 program and do not vary. 

15 In situations where AUGN-2 is employed for nucleic add sequence comparisons, the % nuddcadd 

sequence identity of a given nucleic add sequence C to, with, or against a given nucleic acid sequence D 
(which can ahemativdy be phrased as a given nucleic add sequence C that has or comprises a certain % 
nucleic add sequence identity to, with, or against a given nucleic add sequence D) is calculated as follows: 

20 too times die fraction W/Z 

where W is the number of nucleotides scored as identical matches by the sequence al ignment program ALIGN - 
2 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will be 
appreciated that where the length of nudeic acid sequence C is not equal to the length of nucleic acid sequence 

25 D, the % nuddcadd sequence identity ofC to D will not equal the % nucleic add sequence identity of D to 
C. As examples of % nucleic acid sequence identity calculations, Tables 4 and 5, demonstrate how to calculate 
the % nucleic acid sequence identity of the nucleic add sequence designated "Comparison DNA* to the nudeic 
acid sequence designated "PRO-DNA*, wherein "PRO-DNA" represents a hypothetical PRO-eocoding nudeic 
add sequence of interest, "Comparison DNA" represents the nudeotide sequence of a nucleic acid molecule 

30 against which the "PRO-DNA* nucleic add molecule of interest is being compared, and *N", "L" and "V* 
eacn represent ainerem nypotneocai nucleotides. 

Unless specifically stated otherwise, all % nucleic acid sequence identity values used herein are 
obtained as described in die immediately preceding paragraph using the AUGN-2 computer program. 
However, % nucleic acid sequence identity values may also be obtained as described bdow by using the WU- 

35 BLAST-2computerprogram(AltsdiuletaL, Methods in Bnzvmologv 266:46ft4fiQ (\996iY Most of the WU- 
BLAST-2 search parameters are set to the default values. Those not set to default values, i.c, die adjustable 
parameters, are set with die following values: overlap span = 1, overlap fraction = 0.125, word threshold 
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CD ~ U, and scoring matrix - BLOSUM62. When WU-BLAST-2 is alloyed, a % nudeic add sequence 
ideofy value is detenninedty 

add science of the PRO polypepdde-eacoding nucleic add molecule of interest having a sequence derived 
from be native sequence PRO potypeptide^ocoding nucleic add and the comparison middc add molecule 
of interest (J.*, the sequence against which the PRO polypeptide-encoding nucleic add molecule of interest 
is being compare! which may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by <b) the 
total mmber of nu c le otides of the PRO polypeptido^ncoding nucleic ad d molecule of interest For example, 
in die statement "an isolated add molecule coo 
at leaa 80* nucleic acid sequence kfco^ 
comparison nucleic add molecule of imerest and the nudek 
tte PBO polypepdde-encoding nucleic add molecule of interest. 

Ptenx rt iirtrica dd sc qn cnre 
NCBMLAST2 (Altsdml et ah, Nndefc Acidi Itai. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from ht^://www.nc^JilnuiilL^v. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to defanh values including, for example, 
unmask » yes, strand = all, expected occurrences =» 10, minmnim low complexity length » 15/5, multi-pass 
e-value «* 0.01, constant for multi-pass = 25, dropoff to* final gapped alignmeK = 25 and scoring matrix 
= BLQSUM62. 

In situations where NCB1-BLAST2 is employed for sequence comparisons, die % nuddc acid 
sequence identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D 
(which can alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % 
mideic acid sequence identity to, with, or against a given nudeic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

where W is the number of nu cleoti d es scored as identical matches by the sequence alignment program NCBI- 
BLAST2 in that program's alignment of C and D, and where Z is the total number of nudeotides in D. It will 
be appreciated that where the length of nudeic acid sequence C is not equal to the length of nucleic add 
sequence D, the % nudeic acid sequence identity of C to D will not equal the % nucleic acid sequence identity 
ofDtoC. 

In other embodiments, PRO variant polynudeorides are nucleic add molecules that encode an active 
PRO polypeptide and which are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein. PRO variant 
polypeptides may be those that are encoded by a PRO variant polynudeotide. 

The term "positives % in the context of sequence comparison performed as described above, includes 
residues in the sequences compared that are not identical but have similar properties (e.g. as a result of 
conservative substitutions, see Table 6 bdow). F6r purposes herein, the * value of positives is determined 
by dividing (a) the number of amino acid residues scoring a positive value between the PRO polypeptide amino 
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acid sequence of interest having a sequence derived from the native PRO polypeptide sequence and the 
comparison amino acid sequ^ 

sequence is being compared) as determined in the BL05UM62 matrix of WU-BLAST-2 by (b) the total 
number of amino acid residues of the PRO polypeptide of interest 

Unless specifically stated otherwise, the % value of positives is calculated as described in the 
immediately preceding paragraph However, in the context of die amino add sequence identity comparisons 
performed as described for ALIGN-2 and NCBI-BLAST-2 above, includes amino add residues in the 
sequences compared that are not only identical, but also those that have similar properties. Amino acid 
residues that score a positive value to an amino add residue of interest are those that are either id^^ 
amino add residue of interest or are a preferred substitution (as defined fa 
rescue or interest. 

Ffrr amino add sequence comparisons using ALIGN-2 or NCBI-BLAST2, fee % value of positives 
of a given amino acid sequence A to, with, or against a given amino acid sequence B (which can alternatively 
be phrased as a given amino acid sequence A that has or comprise* a certain % positives to, with, or against 
a given amino add sequence B) is calculated aa follow*: 

100 times the fraction X/Y 

where X is the number of amino add residues scoring a positive value as defined above by die sequence 
alignment program AUGN-2 or NCBI-BLAST2 in that program's aiigimwnr of A and B, and where Y is die 
total number of amino acid residues in B. It will be appreciated that where the length of amino acid sequence 
A is not equal to the length of amino add sequence B, the % positives of A to B will not equal the % positives 
of B to A. 

"Isolated/ when used to describe the various polypeptides disclosed herein, means polypeptide that 
has been identified and separated and/or recovered from a component of its natural environment. Contaminant 
components of its natural environment arc materials that would typically interfere with diagnostic or therapeutic 
use* for die polypeptide, and may indude enzymes, hormones, and other proteinaceous or non-proteinaceous 
solutes. In preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 
15 residues of N-terminal or internal amino acid sequence by use of a spinning cup sequenator, or (2) to 
homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassie blue or, preferably, 
silver stain. Isolated polypeptide includes polypeptide in situ within recombinant cells, since at least one 
component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

An "isolated" PRO polypeptide-encoding nucleic acid or other polypeptide-encoding nucleic acid is 
a nudetc acid molecule that is identified and separated from at least one contaminant nucleic acid molecule with 
which it is ordinarily associated in the natural source of the polypeptide-encoding nucleic acid. An isolated 
porypeptide-encoding nucleic acid molecule is other than in the form or setting in which it is found in nature. 
Isolated polypeptide-encoding nudeic acid molecules therefore are distinguished from the specific polypeptide- 
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q w i dh^nndetea d d molecute However, an isolated polypq)dde^ticodiogm](^ 

arid inofccute includes n^^ 
the porypeptide where, fi^exan^^ 
of natural cells* 

The term "control sequences* refers to DNA sequences necessary for the expression of an operably 
linked coding sequence ma parties host organism. The control sequencestbat are suitable forprokaryotes, 
fbr example, I nc l ude a promoter, optionally an operator sequence* and a ribosome binding rite. Eukaryodc 
ceDs are known to utilize promoters, polyadenylation signals, and enhancers. 

Noclefcaddb*of)erabryl^ 
add sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 
poiypeptkteif k is expressed as a preprotcm 
or enhjnxxrhoperabty linked to a coding 

binding site is operate linked to a coding sequence if ft fopositi^^ Generally, 
'operably linked* means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
leader, contiguous and in reading phase* However, enhancers do not have to be contiguous. Linking is 
accomplished by ligation at convenient rest r iction sites. If such sites do not exist, the synutafcotigoirodeotide 
adaptors or linkers are used in accordance with conventional practice. 

The term "antibody" is used in the broadest sense and specifically covers, for example, single and- 
PRO monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies), anti-PRO antibody 
compositions with polyepitopic specificity, single chain anti-PRO antibodies, and fragments of anti-PRO 
antibodies (see below). The term "monoclonal antibody" as used herein refers to an antibody obtained from 
a population of substantially homogeneous antibodies, i.e. , the individual antibodies comprising the population 
are identical except for possible naturally-occurring mutations that may be present in minor amounts. 

"Stringency* of hybridization reactions is readily determinable by one of ordinary skill in die art, and 
generally is an empirical calculation dependent upon probe length, washing temperature, and salt concentration, 
In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
temperatures. Hybridization generally depends on the ability of denatured DNA to reanneal when 
complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology between the probe and hybridizable sequence, the higher die relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reaction 
conditions more stringent, while lower temperatures less so. Fbr additional details and explanation of 
stringency of hybridization reactions, see Ausubel et al., Current Protocols in Molecular Biology. Wiley 
Interscience Publishers, (1995). 

'Stringent conditions" or "high stringency conditions", as defined herein, may be identified by those 
that (1) employ low ionic strength and high temperature fbr washing, for example 0.015 M sodium 
chloride/0.0015 M sodium citrate/0.1% sodium dodecyl sulfate at 50°C; (2) employ during hybridization a 
denaturing agent, such as formamide, for example, 50% (v/v) formamide with 0.1% bovine serum 
afoumin/0.1% Ficoll/0.1% polyvinylpyrrohdoneySOmM sodium phosphate buffer at pH 6.5 with 750 mM 
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sodium chloride, 75 mM sodium citrate at 42*C, or (J) employ 50% fbrmamido, 5 x SSC (0.75 M Nad, 
0.075 M sodium citrate), 50 mM sodium phosphate (pH 6.8), 0.1 % sodium pyrophosphate, 5 x Denhardt's 
soJutkm, sonicated salmon sperm DNA (50 /tg/ml), 0. 1 % SDS, and 10% dexttaa sulfite at 42*C, with washes 
at 42*C in 0.2 x SSC (sodium chloride/sodium citrate) and 50% fbimamide at 55*C, followed by a high- 
stringency wash consisting of 0.1 x SSC containing EDTA at 55 0 C. 

"Moderately stringent conditions" may be identified as described by Sambrook et al., Molecular 
Cloning; A Laboratory MamiaL New York: Cold Spring Harbor Press, 1989, and include the use of washing 
sohitfcm and hybridization conditions (e.g.. tempeiature, kmic strength and %SDS) less stringent that those 
described above. An example of moderately stringert conditions bovcnilgibttoibatim 
comprising: 20% formamide, 5 x SSC (150 mM Nad. 15 mM trisodium citrate), 50 mM sodium phosphate 
(pH7.Q, 5 x Denhardt's solution, 10% dexfcansulfete, and 20 mg/ml denatured sheared salmon sperm DNA, 
followed by washing tte The skilled artisan wiU recognize how to adjust 

riio tanpmtnm, brie strength, »» "^«"7 ft* ft«riYnrir*fatf fVtnn mrh tn probe lrngto and tho lite 

The tenn "epitope tagged" when used herein refers to a chimeric polypeptide comprising i FRO 
polypeptide fused to a "tag polypeptide". The tag polypeptide has enough residues to provide an epitope 
again* which an antiboty 

polypeptide to whkh it is fused. The tag polypeptide preferably alf» is fairly unique so 

not substantially cross-react with other epitope*. Suitable tag polypeptides generally have at least six amino 

add residues and usually between about 8 and 50 amino add residues (pre 

amino add residues). 

As used herein* the term "immunoadhesin" designates antibody-like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector functions of immunoglobulin 
constant domains. Structurally, the immunoadhedns comprise a fusion of an amino add sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e. , is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an immunoadhesin 
molecule typically U a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
ligand. The immunoglobulin constant domain sequence in the immunoadhesin may be obtained from any 
immuiwglobulin, such as IgG-1 , IgG-2, IgG-3, or IgG4 subtypes, IgA (induding IgA-1 and IgA-2), IgB, IgD 
orlgM. 

"Active" or "activity" tor the purposes herein refers to form(s) of a PRO polypeptide which retain 
a biological and/or an immunological activity of native or naturaUy-occurring PRO, wherein "biological " 
activity refers to a biological function (either inhibitory or stimulatory) caused by a native or naturally- 
occurring PRO other than the ability to induce the production of an antibody against an antigenic epitope 
possessed by a native or naturally-occurring PRO and an "immunological" activity refers to the ability to 
induce the production of an antibo^ 
PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or fully 
blocks, inhibits, or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 
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maimer, the tcnn "agonist" is used in tbe broadest sense and includes any moleculo that mimfci a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
inchite agonist or antagonist anti 

native PRO polypeptides, peptides, antisense oligonucleotides, small organic molecules, etc. Methods for 
identifying agonists or antagonists of a PRO polypeptide may con^rise contacting a PRO polypeptide with a 
candid^agemist or antagonist n» 
normally associated with the PRO polypeptide. 

TYettment" refers to both therapeutfc treatment and propty 
ti* object* to prevent or stow down Those in need of 

treatment include those already with the disorder as weO as those prone to 1^ 
the disorder is to be prevented. 
^ "Qironto'administratkmrefn 
an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of tin*. 
"Intermittent* administration is treatment that is not consecutively done withewt interruption, but rather is 
cyclic in nature. 

"Mammal* for purposes of treatment refers to any animal classified as a mammal, nutating humans, 
domestic and ferm animals, and zoo, sports, or pet animals, such as dogs, cats, cattle, horses, sheep, pigs, 
goats, rabbits, etc. Preferably, the mammal is hnmflii T 

Administration "in combination with" one or more farther therapeutic agents includes simultaneous 
(concurrent) and consecutive administration in any order. 

"Carriers' as used herein include pharmaceutical^ acceptable carriers, excipients, or stabilizers which 
are nontoxic to the cell or mammal being exposed thereto at tte dosages *"H ^nrfnfratimw employed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants including 
ascorbic acid; low molecular weight (less than about 10 residues) polypeptide; proteins, such as serum 
albumin, gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone; amino acids such 
as glycine, ghaanrfne, asparagine, arginine or lysine; fnmwwt^hftri^ t disaccharides, and other carbohydrates 
including glucose, mannose, or dextrins; chelating agents such as BDTA; sugar alcohols such as mannitol or 
sorbitol; salt-forming counterions such as sodium; and/or nonionic surfactants such as TWEBN 1 ", polyethylene 
glycol (PEG), and PLURONICS* 

•Antibody fragments" comprise a portion of an intact antibody, preferably die antigen binding or 
variable region of the intact antibody. Examples of antibody fragments include Pab, Fab', F(ab% and Fv 
fragments; diabodies; linear antibodies (Zapata et ah, Protein Eng. 8(10): 1057-1062 [1995]); single-chain 
antibody molecules; and multispecific antibodies formed from antibody fragments. 

Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab" 
fragments, each wi& a single antig^ -F C " fragment, a designation reflecting the 

ability to crystallize readily. Pepsin treatment yields an F(ab% fragment that has troan^ 
and is still capable of cross-linking antigen. 
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*Pv* is the minimum antihody fragment which contain* » rmmp\i*t* ^ttg»m-r» T «gniri/™ »ryf -frhvtinj 

sits. TMs region comtat of a dimer of one heavy- and ana light-chain variable domain in tight. noo-covalent 
MMH a tf o n & is in this configuration that the three CDRj of each variable domain interact to define an 
antigea-bindtog site on die surface of the V r V L dimer. Collectively, me six CDRa confer antigeo^indirig 
special to the antibody. However, even a single variable domain (or half of an Pv comprising only three 
CfiRs specific tor an antigen) has the ability to iccogoto sad bind amige^ 



The Pah fragment also contains the constat* domain of the light 

(CHI) of me heavy chain. Pah fragments differ from Fab' fragments by the addition of a few residue* at the 
carboxy terminus of the heavy chain CHI domain including one oc more cysteines from the antibody hinge 
regno. Fab'-SH is me designation herein for Fab' in which me cysteine residue^ of the rm^m ^ 
bear a free thiol group. FfabO, antibody ftagmeittcrigm 

have hinge cysteines between them. Other chemical cmrolings of antibody fragments are also Imown. 

The Tight chains 'of antibodies (mmmogtobnlim) fro^ 
oiie of two clearly distrnct types, can 



Depending on the amino add sequeaceoftfaeconstantoVnnamoftfaek 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, 
and IgM, and several of tliescrray be lurth^ e.g., IgGl, IgG2, IgG3, IgG4. 

IgA, and IgA2. 

"Single-chain Fv" or "sFv" antibody fragments comprise the V„ and V L domains of antibody, wherein 
these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the V„ and V L domains which enables the sFv to form the desired structure for 
antigen binding. For a review of sFv, see Pluctthun in The Pharmacology of Monoclonal Anrihnd fo vol 
1 13. Rosenburg and Moore eds., Springec-Veriag, New York, pp. 269-315 (1994). 

The term "diabodies" refers to small antibody fragments with two antigen-binding sites, which 
fragments comprise a heavy-chain variable domain (V„) connected to a light-chain variable domain (VJ in the 
same polypeptide chain (V H -VJ. By using a linker that is too short to allow pairing between the two domains 
on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
two antigen-binding sites. Diabodies are described more fully in, tor example, EP 404,097; WO 93/11 161; 
and Homager et at, Free. Natl. Acad. Sri 1KA 90:6444-6448 <««») 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
component of its natural environment. Contaminant components of its natural environment are materials which 
would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
other proteinaceous or rKmprotemaceous solutes. In preferred embodiments, the antibody will be purified (1) 
togrcatwtlum95%byweighlofarmT)odya3o 

99% by weight, a) to a degree sufficient to obtain at least 15 residues of N-terminal or internal amino acid 
sequence by use of a spinning cup sequenator. or (3) to homogeneity by SDS-PAGE under reducing or 
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nonredudng conditions using Coomassie blue or t preferably, silver stain. Isolated antibody includes the 
antibody m shu within recombinant cells since at least on© component of the antibody 's natural environment 
win not be present Ordinarily, however, isolated antibody wffl be prepared by at least om 

The word label* when used herein refers to a detectable compound or composition whkh is 
conjugated directly or indirectly to die antibody so as to generate a "labeled" antibody. The label may be 
detectable by itself (e-g. radioisotope labefcw fluoresce* labeb) or, fa the case o 
catalyze chemical alteration oft substrate compound or composition which is detectable . 

By "solid phase" iameam a non-aqueous mat^ 
adhere,. Examples of solid phases encxmipasse d herefa i n c lu de tfao » 

controlled pom glass), polysaccharides (e.g. t agarose), polyacry lamklea, polystyrene, polyvinyl alcohol and 
silicones. In cert ain c mb od t me rt a. depend^ onto 

plate inothen it it ap urificatioii colpmn fog-, *flfafty chromatography «nim«n) This term also includes 
a discontinuous solid phase of discrete particles, such as those described in U.S. Patent No. 4,275,149. 

A "liposome" is a small vesicle composed of various types of lipids, ptx^ 
whkh is useflil for delivery of a drug (such as a PRO polypeptide or antibody thereto) to a mammal. The 
components of the liposome are commonly arranged in a bilayer formation, similar to die lipid arrangement 
of biological membranes. 

A "small molecule" is defined heidn to have a molecular weight bdow about 500 Daltons. 
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Table 1 

i* 
• 

* C-C Increased ftam 12 to 15 
*ZiimengBofEQ 

* Bit mags of ND 

•math with stop b M; stop-stop - 0; J (joker) mate* - 0 
*/ 

Utttm _M -8 /♦ value of a match wilh » stop •/ 
int dayf26]|26) «= { 

f ABCDBPOHIIKLMNOPQRSTUVWXYZ*/ 
l*A1 { 2. 0,-2. 0. 0.-4. 1.-1.-1. 0.-1.-2.-1. 0,_M. 1. 0.-2. 1. 1. 0. 0.-6. 0.-3, 0>. 
l*B*t { 0, 3.-4. 3. VS. 0. 1,-2, 0, 0.-3,-2, 2._M,-1. 1, 0, 0. 0, 0,-2,-3, 1). 
i* C 1 {-2,-4.15.-V3.-4.-3,-V2. 0,-5,<-5.-4._M.-3.-5.-4» 0.-2. 0A-*. 0. 0.-3). 
I* © *l {0. 3.-5. 4. 3.-* 1, 1,-2, 0. 0.-4,-3, 2.J4.-1. 2.-1. 0. 0. 0.-2.-7. 0.-4. 2), 
t*E*t { 0. 2,-5. 3. 4,-5, 0. 1.-4. 0. 0.-3,-2, 1,_M,-1, 2,-1. 0. 0, 0,-2,-7, 0.-4. 3). 
I* V *l {-4,^.-4,-6.-5. 9.-5.-2. 1. 0.-5. 2, 0,-4,_R,-5.-5.-4.-3»-3. 0.-1. 0. 0. 7.-5). 
# /• O *t {1. 0.-3, 1, 0,-5, 5,-2.-3, 0.-2.-4.-3. 0^11,-1.-1.-3. 1, 0. 0.-1,-7, 0.-S. 0}. 
f*H*t {-1, 1.-3, 1, 6.-2. 0. 0.-2,-2. XJi. 0. 3, 2.-1.-1. 0.-2.-3. 0. 0. 2>, 

l*l*t {-1.-2.-2.-2.-2. 1.-3.-2. 5, 0,-2, 2. 2.-2^-2,-2.-2.-1. 0. 0. 4,-5. 0.-1,2). 

1*3*1 {o,o.o.o.o.o.o.o.o.o.o.o.o.a_M. 0.0.0. a 0.0, 0,0. o.o.o>. 

1***1 {-I. 0,-3. 0. 0.-5.-2. 0,-2. 0. 5.-3, 0. 1.J4.-1, 1. 3, 0. 0, 0,-2,-3, 0,-4. 0). 

f* L 1 {-2,-3.-6.-4,-3. 2.-4,-2. 2. 0.-3, 6, 4,-3._M.-3,-2.-3.-3.-l. 0, 2,-2, 0.-1,-2}, 

l*U*l {-1,-2.-5.-3.-2. 0.-3,-2. 2. 0. 0. 4, 6.-2..M.-2.-1. 0.-2.-1, 0. 2.-4. 0,-2.-1). 

I* N V { 0, 2,-4. 2. 1,-4, 0, 2,* 0. 1,-3.-2. 2,_M.-1. 1, 0. 1. 0, 0,-2,-4, 0.-2, 1). 

i*Ot {J^_M,_M,J^_M,_M,_M,_M._M._M,_M,_M,_M,_M, 0,_M,_M,_M,_M, M, M, M. M. M. M,_M). 

1*9*1 {1,-1.-3.-1.-1.-5.-1, 0.-2. 0,-l.-3.-2.-l,_M. 6. 0.0.1.0.0,-1.-6. 0.-5.0). 

I* Q *i { 0. 1.-5, 2. 2.-5.-1, 3.-2. 0. 1.-2.-1. l._M. 0. 4. 1.-1.-1, 0,-2.-5. 0,-4, 3). 

I* R *t {-2, 0,-4,-1,-1,-4,-3, 2.-2, 0. 3,-3. 0, ©JK, 0. 1. 6, 0,-1, 0,-2, 2. 0,-4, 0), 

I* S *l { 1. 0. 0. 0. 0.-3, 1,-1,-1. 0. 0.-3.-2. l._M. l.rl, 0. 2. 1. 0,-1.-2. 0^-3, 0). 

I* T */ {1. 0,-2, 0, 0,-3. 0,-1, 0, 0, 0.-1,-1. 0,_M. 0.-1.-1, 1, 3, 0, 0,-5, 0,-3, 0), 

l*VI {0,0,0,0.0,0,0,0,0,0,0.0,0.0, M, 0,0. 0.0. 0.0, 0.0. 0.0.0). 

/* V */ { 0.-2.-2.-2.-2.-1.-1.-2. 4. 0.-2. 2, 2.-2,_M.-l,-2.-2,-l. 0. 0, 4.-6. 0.-2.-2). 

/* W •/ {.6,-3.-8,-7.-7. 0.-7,-3,-5, 0,-3.-2.-4,-4,_M,^,-5, 2,-2,-5, 0.-6.17, 0, 0,-6). 

/• X •/ { 0. 0. 0. 0, 0. 0. 0, 0, 0. 0. 0. 0. 0. 0._M. 0. 0, 0. 0. 0, 0, 0, 0. 0. 0, 0). 

/* Y */ (-3.-3. 0.-4.-4, 7,-5, 0,-1. 0.-4.-1.-2.-2. M.-5.-4.-4.-3.-3, 0,-2, 0. 0.10.-4). 

/• Z */ { 0, 1.-5. 2. 3,-5, 0. 2,-2, 0, 0.-2,-1. 1,_M, 0. 3, 0, 0, 0, 0,-2,-6. 0,-4, 4) 
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Table 1 fcont»i 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



<stdk>Ji> 
<ctypcJ»> 



MAXIMP 
ttkBot MAXGAP 
JUefioe MPS 
MX 



/• mix jumps i» » diig */ 

I* don't coodme to penalize gaps larger than this */ 
/* max jinps fat an path •/ 

/• am if there's A least MX-1 bises since last jmp */ 



Meflna DMAT 



DINS1 
MNSO 
HNS1 



a struct jmp { 



}: 

struct <fiag{ 
hA 
long 



}; 



16 
24 
1Q24 
4 

3 
0 
8 
1 
8 
4 



nWAXIMPk /♦ffacofjmpCocf forddy)*/ 
iIMAXJMPt /•**»!>* of jmp iaseqx*/ 
/* Brits icq to 2*16-1*/ 



/* score at last jmp*/ 
/♦offtetofprcvWock*/ 
/* entreat jmp index */ 
/•Ustofjmpa*/ 



/•pensJtyfcrmfaautchfd bases V 
/* penalty (bra gap*/ 
/•penalty per base */ 
/* penalty ft* a gap*/ 
>•/ 



offset; 
flmpc 

jp; 



path{ 
int 
short 



>: 



char 



fat 
fat 
fat 
fat 
fat 
fat 
fat 



struct diag 



spc; 

nlJMPS]; 
x[JMPS]; 



♦ofile; 

♦namexPJ; 

♦prog; 

♦seqxPl; 

dmax; 

dmaxO; 

dna; 

endgaps; 
gapx, gapy; 
lenO, lenl; 



/* number of leading spaces */ 

/* size of jmp (gap) */ 

/* loc of jmp (last elem before gap) */ 



•xhm; 
office; 
•dx; 
PPP1; 



/* output file name */ 
/* seq names: getseqsO */ 
/* prog name for err msgs */ 
/* seas: getseqsO */ 
/•best diag: nwO*/ 
/•final dbg*/ 
/* set if dna: mainO •/ 
/* set if penalizing end gaps •/ 
/•total gaps fa seqs*/ 
/• seq tens */ 
/♦total size of gaps*/ 
/* max score: nwO •/ 
/• bitmap for matching */ 
/* current offset in jmp file •/ 
/•holds diagonals*/ 
/•holds path for sens*/ 



char 
char 



•callocO, *ma!loc(X *indexO, *strcpyO; 
•getseqO, •gjcaHocO; 
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TaMelfconf) 

• ™^ um "^ ,?T, * rJ * alignment program 

* usage: progs file! fiks2 

* where filel and fik2 are two dm or two protein sequences. - 

* He sequences can be to upper- or tower-case an may contain am big u ity 

* A&y fines teghmingwUlV* '>•<*••<• are ignored 

• Max file length is 65535 (limited by magnedshcrtx tothejnYsmici) 

• A sequence with 1/3 or more of its elements ACGTU is assumed to be DNA 

• Output is in the file "align.**" 

> a hup file in/tiup to hold info about t ra cehaclu 



* Original version developed under BSD 4.3 on a vaz 8650 

•/ 

IMMb'fcw.h" 
15 Jtedafe-dqr-k* 



20 * 



dbval[261 - { 

, Ta4A13A0;4aiAO.U.OA15A0.OA6\S;« > 7A0,10;0 



1. 1|(1< < CD'-'AQ)| (1< <fir>'AU 4. 8\ 16\ », 64. 
128,256, OxFFFFFFF, 1<<10. 1«12. 1<<13. 1<<14. 

1<<15, 1<<16> 1<<17, 1<<1*\ I<<19 # 1<<20. K<21 f 1<<22. 
25 1 < <23. 1 < <24. 1 < <25 |(I < <( , B , - , A , ))|(1 < <CQ , -*A , » 

>: 

main(ac,av) main 
hat ac; 
30 caer *avfl; 

{ 

prog = avIOJ; 
if(acf»3){ 

fprinrfltstderr, "usage: %s filel file2\n\ prog); 
35 fprintf(stderr, "where file 1 and file2 are two dna or two protein sequences. \n"); 

rprintftstdem "The sequences can be in upper- or lower-case\n"); 
rJ)rintfl[stderr,"Any lines beginning with V or * < * are ignored\n"); 
^rintflstderr, "Output is in the file \*aligaout\*\n*); 
exit(l); 

40 } 

namex[0) « av[lj; 

namexfl] » av(2J; 
- seqx[0] = getseqOaamexfO], AlenO); 

seqxll] = getseq(namex( 1], Alenl); 
45 xbm =» (dna)? .dbval : jpbval; 



[ 0; /* 1 to penalize endgaps */ 

ofiTe - "align-out*; /+ output file */ 

50 nwO; /* fill in the matrix, get the possible jmps */ 

itadjmpsO; /• get die actual jmps*/ 

printO: /* print stats, alignment */ 

cfeanup(0); /* unlink any tmp files */ 

55 } 
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/* do toe alignment, return beat score: miinO 

* dm: values in Rich and Smith, PNAS, 80, 1382-1386, 1983 
'pro: PAM 250 values 

• When mm are equal, we prefer inianatchcs to any gap, prefer 

• a new gap to extending aa < 

* to a gap in seq y. 
•/ 

nwO 

{ 



*P*.*fcy: /♦seqiandptrf*/ 

to *ndely, *dely; /• keep tuck of delyV 

brt nddx.deb; /•fcceptnckofddx*/ 

1^ *tmp; /*fof swappiiijnmO,rowl ♦/ 

to mis; /* score for each type*/ 

kit InsCinsl; /* insertion penalties */ 

i* /♦cfiaxoml index */ 

9; /*jn*> index*/ 

♦col**coll: /• icon* for aw, tost row*/ 

«.yy; /*i^iitosem*/ 



d* - (struct cflxi *)|jcaDocCto get dings'. VaD+fcnl+l t sfacofOtfrvct cfiag)); 

Dddy = (fat *)^canocCto get nddy', leal +1. riwofCfai)); 
ddy « Oat *)gjcaIloc<-to get ddy\ tenl + 1. sfaeoftJnf)); 
coM) - (mi *)icaltoc("to get coK>", lenl+1, tJxeoftmt)); 
coll ~<to*)gjeallc<( w toget^^ 
insO = (dm)? EKNSO : PINSO; 
fast « (dna)? WNS1 ; WNS1; 



- -10000; 
if (cndgaps){ 

for (cotO[0] = dely[0] - -insO, yy ~ 1; yy < = lent; yy + +) { 
coWtyy] = ddy[yyj = colOtyy-1] - insl; 
ndetyyy] - yy; 

co!0[0] « O; /* Waterman Bull Math Biol 84 •/ 

else 

for (yy = 1; yy < - fail; yy + +) 
ddyfyyj - -insO; 

/* fill in match matrix 
*/ 

for (px « seqx[0], xx = i;xx < = lenO; px+ +. xx+ +) { 
/* initialize first entry in col 
*/ 

If(endgaps){ 

iffex — 1) 

colipil = delx - KiasO+insl); 

else 

coll[0] = delx = co!0[0] - insl; 
ndelx * xx; 

} 

ebe{ 

coll[0] » 0; 
deb --insO; 
ndelx «0; 

} 
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Table 1 fcont'l 

..J1W 

ftr (pj - sttpCU. yy - 1: yy < - tad; pjr+ +. yy++) { 
mb — coWtyy-IJ; 
if (dm) 

mh +- (xhmPpx-'A')&ibm(»py-'A , D? DMAT : DMB; 

dse 

/* update penally ft* dd fat x seq; 

* favor new del over cqgoag del 

* Ignore MAXOAF if mjtfttbg eadgapj 
♦/ 

if (eadgaps 1 1 oddytvy) < MAXQAP) { 
* (coM&yJ - imO > - deWwD { 

delyjyy] - coW(vy] • (InsO+insl); 

}*•{ 

ddytyy]- tail; 
■*WwI++; 

) 

}*•{ 

if (coMCyy] - (insO+tasl) > - ddytyyD { 
ddrfyrj =» coWfyyJ - (insO+tasl); 
nddytvy] - 1; 

}cte 

«Wyfyyl++: 

} 

/* update penally fa del in y sag 

* fevor new dd over ongong del 
*/ 

if (endgaps 1 1 ndelx < MAXQAP) { 

if (coll[yy-lJ - insO > = delx) { 

ddx - coll[yy-l] - (insO+insl); 
ndelx » 1; 

}dse{ 

delx = insl; 
ndelx* +; 

} 

}else{ 

IT (coll[yy-lJ - (insO+insl) > - delx) { 
delx » coll[yy-l] - (msO+insl); 
ndelx « 1; 

}else 

nde!x++; 

} 

/* pick die maximum score; we're favoring 

* mis over any del and delx over dely 
*/ 
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id-xx-yy + kol + J; 

if Oris > - deb AA mfe > - ddytyyD 

coilfryj-mte 
efaotf(deh>«<MyfryB{ 

collfyy] » ddx; 

ij - dx0d).gmpc 

if(dxIU)jp.ii[0]AA(!dna || (nddx >-MAXJMP 

&An> dxflfl jpjtfifl+MX) ||mi»> dxOfl^core+DINSO)) { 
dx(id].gmp++; 
If(++g >-MAXJMP){ 



> 

dse{ 



8 - dx0dj;ijmp « 0; 
dx[kq.ofifeet - offset; 

offset +- dzeofyBtnKtjmp) + sizcofl[offixt); 

> } 

dxfifljjuilij] - nddx; 



ij (3 dxpdmips 
if(dxTid].jp.nlO) AA (fctaa 1 1 (nddy&yj >-MAXJMP 

AA xx > d*0d].jp.ifiJ]+MX) || mis > dxPdJ.scow+DINSO)) { 

if<++8 >«MAXJMP){ 
writejmps0d); 
ij - dx04].ijnip - 0; 
dx[id].o£&et = of&et; 

offset += sbeof($tnict jmp) + sizeof(offcet); 

} 

dx[id].jp.n[ij] » -ndelyfyy]; 
dxpd] jpxlifl = xx; 
dxjld]. score = delyfyyl; 

if (xx -« lenOAAyy < tenl) { 
/•lasted 
*/ 

If (endgaps) 

colltyyj -= insO+iitsl*(Ienl-yy); 
if (coll[yy] > smax){ 

smax = co)l(yy]; 

dmax = id; 

} 

} 

} 

if (endgaps AA xx < lenD) 

coll[yy-l] -» insO+insl*0cii%xx): 
if(co!l[yy-l] > smax) { 

smax = coll[yy-l]; 

dmax - id; 

} 

tap = coKh coH) = coll; coll « Imp; 

(void) fteetfehar *)odely); 

(void) free((char *)dely); 

(void) frcetfehar *)coK>); 

(void) freetfdiar *)co!l); } 
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•priKO-only routine visibte outside this module 

* static: 

* ptaatQ - trace back best path, ccrart matches: prirtO 

* prjVgoO - prim alignment of described in array pQ: printO 

* dunpblocfcO ~ «top * Mock of HnetwiAoMnben, rtars: pr aligiiO 

* nioisO - put out a nnnfter tine: durnpWockO 

* putlineO - put out a line (name, [mrm], seq, [num J): dumpbl oc*0 

•strfaomeQ - strip any path and prefix from a i 
•nwJi- 



MeflneSFC 3 
MeflaePJiNE 256 
* MefiaePJSFC 3 /* space between name or mm and seq ■ 



fart oka; /*< 
FOB /♦ootpmfile*/ 



printO 
{ 



print 

fart be, ry, fiistgap, lastgap; /* overlap*/ 

if ((ft - fopenfoffle, •w*)) «-0){ 

IprrntSstderr/**: can't write %s\n\ prog, ofile); 
cleamipd); 

fprinttTfit, •< first sequence: %s (length » %d)\n\ namexfO], lenO); 
$rinti[&, '< second sequence: %& (length « %d)\n\ namextl], lenl); 
olen = 60; 
Ix = lenO; 
ly =lenl; 

firstgap =« lastgap = 0; 

if (dmax < leoi-l){ /* leading gap in x */ 
pp(0].spc = firstgap » lenl - dmax - 1; 
^ ry-«pp£0].spc; 

else if (dmax > lenl - 1) { /* leading gap in y */ 
pp{l].spc » firstgap = dmax - (lenl - 1); 
I* -~ PPfl] spc; 

> 

if (dmaxO < Ien0-1){ /* trailing gap in x */ 
lastgap - lenO-dmaxO-1; 
lx-~ lastgap; 

> 

else if (dmaxO > fen?- 1) {/♦ trailing gap in y */ 
lastgap « dmaxO-(lenO- 1); 
ly — lastgap; 

getmatflx, ly, firstgap, lastgap); 
praHgnO; 
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Table If conn 



I* 

* trace back die best paft, count matches 
1 

rhk 




getmat 



/* (mims cadges) ♦/ 
I* leading trailing overlap */ 



fast nm, a, II. sfaft siael; 

char outx{32]; 



doable pet; 
register nOinl: 



register cte WpU 

/* get total matches, score 

iO«it -sfoO~sizl -0; 
pO - acqxIOJ + ppUlspc; 
pi ~ Ecqxfl] + PpCT.spc; 
nO-prflJ^pc+l; 
ol - ppm^pc + 1; 

wfafle(*pO&A*pl){ 

pl++; 
nl++; 
sizO-; 

} 

else IT (ski) { 

po++; 

0O++; 
ski-; 

> 

e!se{ 

if (xbm[*pO-'A , ]Axbm[*pl- , A , J) 

nm4-+; 
If(n0+ + =«pp[0J.xpOD 

if(nl++ pp(ljj^il]) 

pO++; 

pl++; 

} 

> 

A* pet homology; 

* if penalizing endgaps, base is the shorter scq 

* else, knock off overhangs and take shorter core 
•/ 

if (endgaps) 

Ix - (lenO < lenl)? lenO : lenl; 

else 

U = (lx < ly)?lx:ly; 
pet = 100.»(douWe)nm/(double)!x; 
tprmtflrx, "Nn*): 

fprintf(fa, ' < %d matchfts in an overlap of %d: % 2f percent simOarity\n". 
nm. (nm — 1)? " : "esMx. pet); 
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Table I (cont*\ 

feintifc -<8apj in first sequence: W.gapj); 
ff(gapx){ 

(void) sprintfloutx, 9 (%d %s%s)\ 

W •teaVresidiie% (ngapx » l)? "••$■); 

flprfntlCft, % gaps in mood sequence: %d\ gapy); 
»(gapy){ 

(void) sprfntfCoutx. ' (%d *s*a)\ 

W» (*»» nKBeVreskme". (ngapy — 1)? ••:•*■); 

ft)rintfl£i/5U\ooix); 

tf(dna) 

•\n<sccre: %d (match « JM> mismatch « fcd, gap penally » %d + %dperhase)\n\ 
smax. DMAT. DMB, WNSO. DINSlk 

ipHiaifjx, 

na<score: M (DayfaoffPAM 230 matrix, gap penalty - *d * Mpcricttdue^. • 
smax, P1NS0, PINS1); 
tr(endgaps) 

■zbukhix* 

•<endgaps penalized, left endgap: %d %s%«, right endgap: %d %s%$\n\ 
firstgap, (dna)7 lose" : "residue*, (firstgap -« 1)7 : V, 
tastgap, (dna)7 *base" : "residue** (lastgap =»» 1)7 ; "s"); 

^ fprintijfc, *<endgaps not penalized^"); 

****** nm; /* matches in core - for checking •/ 

****** miax; /* lengths of stripped file names */ 

static ijp]; /*jmp index ror a path*/ 

static ncB]; /* number at start of current line */ 

static niPl; /* curreni elem munber - for gappinc */ 

static stzP]; 

statkehar *ps£2]; /* per to current element */ 

static char *po[2]; /* ptr to next output char slot */ 

statkehar out£2][PLINE]; /* output line ♦/ 

statkehar starfPJUNEl; /♦ set by starsO V 

/» 

* print alignment of described in struct path ppQ 
static 

v-** 8 * 0 pralign 

«* nn; /* char count */ 

wt more; 

i; 



for 0 « 0, hnax = 0; i < 2; i++) { 
nn = stripname(namex(i]); 
if (tm > hnax) 



ncRJ«l; 

skffl - ijBJ - 0; 
ps0) » seqxfij; 
po£0 = outfi]; 
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Table lfamt') 

for (rm « nm «• 0, more - 1; more; ) { pr align 

tor 0 - mare - 0; i < 2; !++){ 
/* 

♦do we hue mom of (fait sequence? 
•/ 



more-f +; 

IT<jppG)jpc){ /* leading space* 

> 

eJsetfCrizfflH /* in a gap */ 

n»ra++ - 

} 

cte{ 

irOstowerCWiD) 

poHJ++; 
ptfl++; 

/* 

* are we at next gap for this seq? 
•/ 

ttbm a "pp[n.xaiIQD{ 
'* 

* we need to merge all gaps 

* at this location 
*/ 

sttM=Ppt0.nlijHl++]; 
whfle(iri[0»=pi>[iLxIij[i)]) 

akffl +=*PPffl.iifflm++]: 

} 

mOJ++; 

, 1 

if (++im »«olen || (more&Ann) { 
dumpbtockO: 
for<t = 0;i < 2; i++) 
poR) - outH; 

nn = 0; 

} 



> 

/* 

* dump a block of lines, including numbers, stars: pr alignO 
•/ 

static 

dunipWockO dumpblock 

0;i < 2; i++) 
♦potil- = HT; 
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10 



15 



} 



(fofa&potcCW.fift 
fw(l = 0;i <*!++){ 

ir <*«m AA <*om I- ' ' 1 1 «<P©HD I- ' *)) { 
ifO— 0) 

nmsCO: 
if 0 — OAA*outtlD 

ttusO: 
putline({); 

if a »«oftft*M[iD 

(printf[fa, stir); 
if (i -» i) 

aumsft; 

) 1 



...dumpblock 
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30 
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40 



/* 

*/ 
•tatfc 



tot 
char 



/* index in oulO holding stq line */ 
nline[P LINE]; 

*P*» *py: 



for(pn - nline. i = 0; i < fanax+P SPC; H-+, pn++) 
•pa-"; 

for (i = nc[ixj, py = outfjx]; *py; py++, pn+ +) { 
if(*py==" || *py ==•-•) 

*!» = ••; 

dse{ 

if a%10 — 0 1 1 0 — 1 A&ncPx] != 1)) { 
j = G < 0)7 -i : i; 
for (px = pn; j; j /= 10; px-) 
»px - j*10 + '0'; 

iffKO) 

•px - 



45 



50 



} 



•pn = 



i++; 



♦pn = 'W; 
ncpxj-i; 

for (pn = nline; *pn; pn+ +) 
(void) pitc(*pn, fit); 
(void)putcOW, ft); 
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/• 



* put out a fine (name, [mini), seq, [num]): dumpblockO 



60 



putlinefu) 
fat 



a: 



putline 
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K 

for (px « narocxOx), i = 0;*px AA*px I- V; port +, i+ +) 

(ToW)pulc(»poc,£i); 
for 1 1< bnax+P SPQ i++) 

(vcAOpuSc'.ft); 



• dJD b com* dement (from 1) 

* ocQ Is number aft sort of current line 
•/ 

for (px » our{ix]; *fex; px++) 
(▼ofai) rxrtc(*tJxA0x7F. 
(ToW>potcOn'. ft); 



* pot a line of stars (seqs always in ootCO* octtlj): dunqjblockO 



px = star; 

for 0 = bnax+PSPC; i; i~) 
*px++~=» * *; 

for (pO = outtf)], pi ^outflj; *p0 AA *pl; pO+ + , pl + +) { 
if (isalpha(*pO) isafolia(*pl)> { 

if (xbml V)"' A , lAxbmI*pl- , A , l) { 
cx » 
nm++; 

} 

elscif (!dna AA_day[*pQ- , A , ][*pl- , A'] > 0) 

cx » V; 

else 

cx = "; 

} 

cx = "; 
*px++ = cx; 

} 

♦px+ + = *W; 
♦px - »\0'; 



•••putUne 



starso stars 

{ 

lot i; 

register char *p0, *pl, cx, *px; 

if <I*om{0) 1 1 <*oatl0] • ' AA *(po{0D — "> 1 1 
!*omtl) 1 1 (*out[i] == 1 • AA *(po[l]) — ' *)) 
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Table 1 fafflQ 

/* 

* strip paA or prefix from pn, return ten: pr_aUgnO 



suipiiame(pn) stripname 

♦po; I* file name (may be pauh) •/ 

tor (px ~ pn; px++) 
-» 7") 

»0>y> 

(r<^Stnpy(pn,py); 
rttarn{stricn(pn)); 
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Table 1 fcnntn 

/* 

* denapO - deunp any tap file 

* getseqO - read in seq, set dm, fen. maxfen 

* ajBdlocO - caOocO with etroc dieclda 
•ittdjnpsO-p* die good jnqa. ftom-tmp file if necessary 

1 - write a filled amy of jmps to a imp file: nwQ 



<sys/fiteJi> 



hub *g ; 



1 Vanp/homgXXXXXX*; 



deaniDf)* 

rV9 

feeekO: 



» any imp fife if we blow 



/* Imp fife for jmps •/ 



/* cleanup tmp file */ 



} 
/* 



if(ffi 
eat©: 



1; 



(void) QnlinkQname); 



* read, return par to seq, set dna ? len, nuxlen 

* skip lines starting with *;V<\ or *>• 
♦seq in upper or lower case 

*/ 



getseqCfiie, len) 

char *file; /* file tame •/ 
in* *len; /♦ seq len */ 



getseq 



{ 



char line[l 024], *pseq; 

register char *px, *py; 

fat nafgf* flea; 

FILE 

- fope^ffle/r")) ===== 0) { 

fprintf(stderr/%s: can't read %s\n\ prog, file); 
exit(l); 

} 

den =» natge a 0; 

while (feetsfline, 1024, fp)) { 

tf(*line«« V || || *line »»•>•) 



ror (px « line; *px !=* '\n'; px++) 

if(isupper(*px) || i$lower(*px)) 
lien++; 

} 

* «pseq = malloc((uns^nedXtlai+6))) ==0){ 

ll^intf(stderr/%s: maDocO Med to get %d bytes for %s\n\ prog, den+6\ file); 
exit(l); 

} 



PseoJO] - pseqjl] « pseqP) - pseq[3] » 'NO'; 
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py - pseq + 4; 
•to tlcn; 

* _ »»m % 

wlrite ($ete(lme. 1024, t») { 

if(*lme « ■;• || *&* «« || line — •>•) 



.geteeq 



for (px - line; *px !- *W; px++) { 
iffisupper(*px)) 

*py++ B »*px; 
etoif(iskwei(») 

*py+ + « toopper(*px); 
If Ondc5x("ATGCir t *a^l))) 

natgc++; 

} 

} 

dm - wtgc > <tien/3); 
ieten>(pseq+4); 



gjaflocOnsg, ox, sz) gjCaDoc 
char *msg; /• program. caffing routine*/ 

int ox, sz; /* number and size of elements */ 

{ 

char *px, *caDocO; 

iT((px = caIloc((imslgned)nx. (onsigned)sz)) «» 0) { 
if(*msg){ 

fprinlf(std£iT, "%s: g^callocO fefled %s (n= %d, sz= %d)\n\ prog, msg, nx, sz); 
cxit(l); 

} 

} 

Fetnm(px); 

} 

/*. 

* get final jmps from dxQ or imp file, set ppO. reset dmax: maJnO 
*/ 

rea * mps 

tat fit = -1; 

tat siz, i0 9 il; 

U*x; 



(void) fclose(rj); 

if «fd = openflname, 0_RDONLY, 0)) < 0) { 

fyrintflstderr, "%s: can't openO %s\n", prog, jname); 
cleanup(l); 

} 

> 

for (i = iO =. il = 0, dmaxO = dmax. xx =■ leflO; ; i++) { 

for 0 = dxtdmaxj.ijmp; j ><=» O&A dx[dmax].jp.x[j] > = xx; j-) 
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...read[jmps 

iTO<OAAdiIdiMx].offietAA©{ 

(Tdd) lseek(ffi, dx(dmax].ofl&ec, 0); . 
(Yo*d) mdfr (char ♦)&dx[dmax].jp l sbcoffrroct jmp)); 
(void) itauKfil, (char ♦)AdxIdmix].oflB5« f sixeof(dx[dnux].omeO); 
dj(dmBx).ijmp - MAXJMP-1; 



> 

if(i>°JMPS){ 

ffcrintfitstden. ^ 
^ ckamp(l); 

tr0>-q>{ 

sis « dx[dmax].jp.nfi]; 
n - dxftfanax] jp»xQ]; 
» dmax+»siz; 

if (six < 0){ /* gap in second seq*/ 

Prfl].nOl]~-«iz; 
xx+«m; 

/•Jd»xx-yy + lenl-l 
*/ 

ppttl.xfll) - xx - dmax + lent - I; 
gapy++; 
ngspy -=» gfe* 
/* ignore MAXGAP when doing endgaps */ 

sfa-(-*iz < MAXGAP 1 1 endgips)? -siz : MAXGAP; 
11+-*-; 

> 

else if (siz > 0) { /* gap in first seq */ 
pp[0].n[iO] = siz; 
pplOJ.xBO] = xx; 
gapx++; 
ngapx += siz; 
/* ignore MAXGAP when doing endgaps */ 

siz = (siz < MAXGAP 1 1 endgaps)? siz : MAXGAP; 
50++; 

» » 



> 

/* reverse the order of jmps 
*/ 

for (j = 0, j < »; j++, IO-) { 

> = PrtQJnlD; PPlO].n(n = prtOJ.nOO]; pp{0].n[IO] = i; 
i » PPfO].xfj]; prfOJ-xtD - pptOl-xpO]; EvfO).x|iO) ° i; 

tor 0 = 0. il-; j < il; il-) { 

» = PPtn.nO): PPni-nffl = pp[l].n[il); PPU)n[il) = i; 
} i = PPfU xO]; PP[1] »D1 = Pp£i] xPU; PPlU xPi] - i; 

iT(fil>=0) 

(void)close(fd); 

»(©{ 

(void) unlinkfjiwmt); 
offiet« 0; 
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TaMclfaffif) 

* write a filled jmp struct offett of the prev one Of any): nwO 
*/ 

writejmj«(u) writejmps 
kt in 



{ 



»<!©{ 

if (mktanpflname) < 0){ 

ferintfgBdaT, "Jta can't mkttmpO %*\n% prog, Jname); 

} 

if ((fj - fopenQmme, 'w*)) — 0) { 

ftrintffttdcrr, •%* can't write *s\n\ prog, jname); 
MHO* 

> 

> 

(roU)fwrite((char *)&dxCi].jp, afaceflrtrac* jn»X 1. S); 

I»®5 
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Table 2 

PRO XXXXXXXXXXXXXXX (Length- 15 amino adds) 

Comparison Protein XXXXXYYYYYYY (Length = 12 amino acids) 

% amino add sequence identity =» 

(the inraber of identically matching ani^ 

by ALIGN-2) divided by (tbe total number of amino add residues of the PRO polypeptide) « 
5 divided by 15 - 33 3% 



\ 
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I^O XXXXXXXXXX (Length » 10 amino acids) 

Comparison Protein XXXXXYYYYYYZZYZ (Length = 15 amino adds) 

% amino acid sequence identity =« 
((be amber of identically ma^^ 

by ALIGN-2) divided by (the total number of amino add residues of the PRO polypeptide) » 
5 divided by 10 -50% 
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PRO-DNA NNNNNNNNNNNNNN (Length = 14 nucleotides) 

Comparison DNA NNNNNNLLLLLLLLLL (Length - 16 nucleotides) 

X nadde add sopjueiico Mfnlity *■ 

(the mmber of identically matching nucleotide! between die two nucleic add sequence* as determined by 
ALIGN-2) divided by (the total number of nucleotides of the PRO-DNA nucleic add sequence) » 

6 divided by 14 = 42.9% 
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Table 5 

PRO-DNA NNNNNNNNNNNN (Length = 12 nucleotides) 

Comparison DN A NNNNLLLW (Length ■» 9 nucleotides) 

5 31 nucleic acid sequence identity = 

(iho amber of identically matchn>| midcotidea between the two nucleic add sequence* aa determined by 
ALIGN-2) divided by (the total number of nucleotides of ate PRO-DNA nucleic acid sequence) - 

10 4 divided by 12 m 33 3% 
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A. Rill-Length PRO Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO polypeptides. In particular, cDNAs encoding 
various PRO polypeptides have been identified and isolated, as disclosed in farther detail in the Examples 
below. It is noted that proteins produced in separate expression rounds may be given different PRO numbers 
but the UNQ number is unique for any given DNA and the encoded protein, and will not be changed. 
However, fig sake of simplicity, in the present specification the protein encoded by the fall length native 
nucleic acid molecules disclosed herein as weB as aU farther native bm 

foregoing definition of PRO, wOl be referred to as TRO/humber*, regardless of their origin or mode of 
preparation. 

» As disclosed in tte Examples below, ^ The 

actual nucleotide sequences of those donee can readily be d^ennined by the skilled artisan by sequeiK^ig of 
the deposited clone using routine methods in the art. The predicted amino arid sequence can to 
from the nucleotide sequence using routine skill. For the PRO polypeptides and encoding nucleic adds 
described herein, Applicants have identified what is believed to be the reading frame best identifiable with the 
se q uence information available at the time. 

Hie present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PR0281 (UNQ244). In particular, cDNA encoding a 
PR0281 polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST-2 sequence alignment computer program, it has been found that a full-length 
native sequence PR028 1 (shown in Figure 2 and SEQ ID NO:2) has certain amino acid sequence identity with 
the rat TEGT protein. Accordingly, it is presently believed that PRQ281 disclosed in the present application 
is a newly identified TEGT homolog and may possess activity typical of that protein. 

2. Full-length PRQ276 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0276 (UNQ243). In particular, cDNA encoding a 
PR0276 polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is known, the DNA16435-1208 sequence encodes a novel factor designated herein as 
PR0276; using WU-BLAST-2 sequence alignment computer programs, no significant sequence identities to 
any known proteins were revealed. The sequence identity identifications which were found are listed below 
in the examples. 

3. StaUJenga PRQ189 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
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polypeptide! referred to in the present application as PR0189. In particular, Applicants have identified and 
isolated cDNA encoding a PR0189 polypeptide as disclosed in further detail is the Examples below. To 
Applkanteptcscul knowledge, the DNA21624-1391 nucleotide sequence encodes > novd factor; using BLAST 
and FntA sequence alignment compute* programs, no signified 
were revealed. 

4. Bfljfiagft FRO190 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides refened to in the piescrt Inparticular. Applicant hro identified and 

isolated cDNA encoding a PRO190 polypeptide, as disclosed in further detail in the Examples below. The 
PR0190encoding done was isolated from a human retina library. To Applicants present knowledge, the 
* DNA23334-D92nuckotkl e sequence e 
and FtttA sequence alignment coomuterpio^ 

UD^gabctose transporters, indicating that PRO 190 may be related to transporter or that PRO190 may be a 
novel transporter. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PR0341 (UNQ300). In particular , cDNA encoding a 
PR0341 polypeptide has been identified and isolated, as disdosed in further detail in the Examples below. 

The DNA26288-1239 clone was isolated from a human placenta library. As far as is known, the 
DNA26288-1239 sequence encodes a novel factor designated herein as PR0341; using die WU-BLAST-2 
sequence alignment computer program, no significant sequence identities to any known proteins were revealed. 

6. EBBdteBgft mttW fblmpflto 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PRO180 (UNQ154). In particular, cDNA encoding a 
PRO 180 polypeptide has been identified and isolated, as disdosed in further detail in die Examples below. 

The DNA26843-1389 clone was isolated from a human placenta library using oligos formed from 
DNA12922 isolated from an amylase screen. As far as is known, the DNA26843-1389 sequence encodes a 
novel factor designated herein as PRO180. 

7. Full-length PRQ194 Polypeptide? 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0194. In particular. Applicants have identified and 
isolated cDN A encoding a PR0194 polypeptide, as disdosed in further detail in the Examples below. The 
PR0194-eacoding done was isolated from a human fetal lung library. To Applicants present knowledge, the 
DNA26844- 1 394 nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment 
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computer programs, no significant sentence 

The present invention provides newly Identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO203 . In particular, Applicants have identified and 
isolated cDNA encoding a PRO203 polypeptide, as disclosed in farther detail in the Examples below. Using 
BLAST and PastA sequence alignment computer programs. Applicants found that the PRO203 polypeptide has 
sequence identity with GSTATP&se. AcconUngly, it is presently hellgwed that PRCYXn r^lypffrtrtft rffarfosrd 
fame present application is a newly kte^^ 
the GSTATPase. 

• 9. EfaBteaaftJEBQaftiya^fld^ 

The piesent invention provides newly Identified and isolated nucleotide ***p**vm encoding 
polypeptides referred to in the present application as PRO290. m particular, cDNA encoding a PR029O 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST2 sequence 
a lig n m e nt analysis of the full-length sequence shown in Figure 23 (SEQ ID NO:33), revealed sequence 
identities between the PRQ290 amino acid sequence and the following Dayhoff sequences:P_R99800, 
CC4H_HUMAN, YCS2_YEAST, CEF35G12J3, H5FANJ, MMU52461 J, MMU70015J, H5U67615J, 
CCT01H1O 8 and CELT2SF2JS. 

It is currently believed that PRO290 is an intracellular protein related to one or more of the above 

proteins. 

10. Full-length PRQ874 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0874. In particular, Applicants have identified and 
isolated cDNA encoding a PR0874 polypeptide, as disclosed in further detail in the Examples below. The 
PR0874-encoding clone was isolated from a human fetal lung library. To Applicants present knowledge, the 
DNA40621-1440 nucleotide sequence encodes a novel factor. Although, using BLAST and FastA sequence 
alignment computer programs, some sequence identity with known proteins was revealed. 

11* Fun-length PRO710 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO710. In particular, Applicants have identified and 
isolated cDNA encoding a PRO710 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs, Applicants found that the PRO710 polypeptide has 
sigiriflcant similarity to the CDC45 protein. Accordingly, it is presently believed that PRO710 polypeptide 
disclosed in the present application is a newly identified CDC45 homolog. 
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12. F^a^ngtii PROllSl Prtvpeptf dcs 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 151. In particular, cDNA encoding a PR01151 
polypeptide lm been identified 

Using the WU-BLAST-2 sequence a''gmr*nt computer program, it has been found that a ftilHength 
5 native sequence PROllSl (shown in Figure 30 and SEQ ID NO:47) has certain amino acid sequence identity 
with tollman 30 kD adipot^coi^^ protein (ACR3_HUMAN). Accordingly, it 

is presently believed that PR01151 disclosed in the present application is a newly identified member of the 
complement protein femily and may possess activity typical of that femily. 

10 13. Tfan-fength FRQ12» Pnlvnentldea 

* The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PR01282. In particular, cDNA encoding a PRO 1282 
polypeptide has been identified and isolated, as disclosed fa 

As for as is known, the DNA45495-15S0 sequence encodes a novel factor designated herein as 
15 PR01282. Using WU-BLAST-2 sequence alignment computer programs, some sequence identities between 
PRO 1282 and other leucine rich repeat proteins were revealed, as discussed in the examples below, indicating 
that a novel member of the leucine rich repeat superfamily has been identified. 

14. Full-length FRQ358 Polypeptides 

20 The present invention further provides newly identified and isolated nucleotide sequences encoding 

a polypeptide referred to in the present application as PR0358. In particular, Applicants have identified and 
isolated cDNA encoding a novel human Toll polypeptide (PR0358), as disclosed in further detail in the 
Examples below. Using BLAST and FastA sequence alignment computer programs, Applicants found that 
the coding sequence of PR0358 shows significant homology to DNA sequences HSU88540_1, HSU88878J, 

25 HSU88879J, HSU88880_1, HS88881 J, and HSU79260J to the GenBank database. With die exception 
of HSU7926XM, the noted proteins have been identified as human toll-like receptors. 

Accordingly, it is presently believed that die PR0358 proteins disclosed in die present application are 
newly identified human homologues of the Drosophila protein Toll, and are likely to play an important role 
to adaptive immunity. More specifically, PR0358 may be involved in inflammation, septic shock, and 

30 response to pathogens, and play possible roles in diverse medical conditions that are aggravated by immune 
response, such as, for example, diabetes, ALS, cancer, rheumatoid arthritis, and ulcers. The role of PR0385 
as pathogen pattern recognition receptors, sensing the presence of conserved molecular structures present on 
microbes, is further supported by die data disclosed in the present application, showing that a known human 
Toll-like receptor, TLR2 is a direct mediator of LPS signaling. 



15. lMMength PRO1310 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
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polypeptides referred to In the present application as PRO1310. In particular, cDNA encoding a PRO1310 
polypeptide has been identified and isolated, as disclosed in further detail in die Examples below. 

Using WU-BLAST-2 sequence al Ignment computer programs, it has been found that a foil-length 
native sequence PRO1310 (shown m 

with carboxypeptidase X2. Accordingly, it is presently believed Oat PRO1310 disclosed in the present 
5 appHcatkmb a newly identified memb« 
ackl removal activity. 

16. VriUenvih PR<V»8 Pblvpaitidei 
The present invention provides newly identified and isolated nucleotide sequences encoding 
10 polypeptides referred to in the present application as PR0698. In particular. Applicants have identifiedand 
a isolated cDN A encoding a 1^ Using 
BLAST jttMlFastA sequence alignment compute 

significant similarity to die otfactomodin protein. Accordingly, it it presently believed that PR0698 
polypeptide disclosed in die present application may be a newly identified olfactoincdin homolog • 

15 

n. gftiHwrth mom rtfYvwtfa 

The present invention provides newly identified and isolated nucleotide sequences encod ing 
polypeptides referred to in the present application as PR0732. In particular. Applicants have identified and 
isolated cDNA encoding a PR0732 polypeptide, as disclosed in further detail in the Examples below. Using 
20 BLAST and FastA sequence alignment computer programs, Applicants found that the PR0732 polypeptide has 
significant similarity to the human placental Diff33 protein. Accordingly, it is presently believed that PR0732 
polypeptide disclosed in the present application is a newly identified Dif03 homolog. 

25 The present invention provides newly identified and isolated nucleotide sequences encoding 

polypeptides referred to in the present application as PRO 1120. In particular, cDNA encoding a PROl 120 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST-2 sequence alignment computer programs, it has been found that a full-length 
native sequence PROl 120 (shown in Figure 47 and SEQ ID NO:84) has certain amino acid sequence identity 

30 with die known sulfetase proteins designated CELK09C4_1 , and GL6SJHUMAN, respectively , in the Dayhoff 
database (version 35.45 SwissProt 35). Accordingly, it is presently believed that PROl 120 disclosed in the 
present application is a newly identified member of the sulfatase family and may possess activity typical of 
sulfatases. 

35 19. mtaA ff*Q$37 PfrlYpepHdp 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0537. In particular, cDNA encoding a PR0537 
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polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. The 
DNA49141-1431 clone was isolated from a human placenta library using a trapping technique which selects 
for nucleotide sequences encoding secreted proteins. Thus, the DNA4914 1-1431 done does encode a secreted 
fitter. As fir as is known, die DNA4914M431 sequence encodes a novel factor designated herein as 
PROS37; using the WU-BLAST2 sequence alignment computer program, no significant sequence identities 
5 to any known proteins were revealed. 

20. ifrH-te»gft m>&4 ftrtYpgrtte 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PRQ536. In particular, cDNA encoding a PR0536 
10 polypeptide has been identified and isolated, as disclosed in fiirther detail in die Examples below. 

* The DNA49142-1430 clone was isolated from a human infant brain library using a trapping technique 

which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA49142-1430 clone does 
encode a secreted factor. As far as is known, the DNA49142-1430 sequence encodes a novel factor designated 
herein as PROS36; using the WU-BLAST-2 sequence alignment computer program, no significant sequence 
IS identi t ie s to any known proteins were revealed. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0535. In particular,- cDNA encoding a PR0535 
20 polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program , it has been found that a full-length 
native sequence PR0535 (shown in Figure 53 and SEQ ID NO:99) has amino add sequence identity with a 
putative peptidyl-prolyl isomerase protein. Accordingly, it is presently believed that PR053S disclosed in the 
present application is a newly identified member of die isomerase protein family and may possess activity 
25 typical of those proteins. 

22. Full-length PRQ718 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PR0718. In particular, Applicants have identified and 
30 isolated cDNA encoding a PR071 8 polypeptide, as disclosed in further detail in the Examples bdow. Tbe 
PR0718-encoding done was isolated from a human fetal lung library. To Applicants present knowledge, die 
DNA49647-1398 nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment 
computer programs, no significant sequence identities to any known proteins were revealed. 

35 23. ByiJgggfl EBfiSB TflYpq*We* 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0872. In particular, Applicants have identified and 
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isolated cDNA encoding a PR0872p<rfypcptide, at disclosed in farther detaU in the Examples below. Using 
BLAST and PasU sequence aUgiraeotw 

sequence identity with dehydrogenases. Accordingly, it is presently believed that PR0872 polypeptide 
disclosed in the present application is a newly identified member of the dehydrogenase family and possesses 
dehydrogenase activity « 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PRO1063. In particular, Applicant have identified and 
isolated cDNAe«»ding a raO10d3polypep Using 
BLAST and FastA sequence alignment computer programs. Applicants found that the PRO 1 063 polypeptide 
* has significant similarity to the human type IV collagenase protein. Accordingly, it is presently believed that 
PRO1063 polypeptide disclosed in the present application is a newly identified collagenase bomolog. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PR0619. In particular, cDNA encoding a PR0619 
polypeptide has been identified and isolated, as disclosed in farther detail in the Examples below. 

Using WU-BLAST-2 sequence alignment computer program, it has been found that a full-length native 
sequence PR0619 (shown in Figure 68 and SEQ ID NO: 117) has certain amino acid sequence identity with 
VpreB3. Accordingly, it is presently believed that PR0619 disclosed in the present application is a newly 
identified member of the IgG superfamfly and may possess activity related to the assembly and/or components 
of the surrogate light chain associated with developing B cells. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0943. In particular, cDNA encoding a PR0943 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST-2 sequence alignment computer program, it has been found that a full-length 
native sequence PR0943 (shown in Figure 70 a^ 

fibroblast growth factor receptor-4 protein. Accordingly, it is presently believed that PR0943 disclosed in the 
present application is a newly identified member of the fibrobalst growth factor receptor family and may 
possess activity typical of that family. 

27. FMHengft EBQllffl TOYPqrtWw 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 1188. In particular, cDNA encoding a PROU88 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 
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As discussed in more detail in Example t below, using WU-BLAST-2 sequence alignment computer 
program, it has been found that a fiiH4ength native sequence PR01188 (shown in Figure 72; SEQ ID 
NO: 124) has certain amino add sequence identity with nucleotide pyro^K^hohydrolase (SSU83114J). 
Accordingly, it is presently believed that PRO! 188 disclosed in the present application is a newly identified 
member of the nucleotide pyrophosphohydrolase femily and may possess activity typical of Oat femfly of 
proteins. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 133. In particular, cDNA encoding a PROH33 
polypeptide has been identified and isolate 
» Using WU-BLAST-2 sequence aHgmnent computer programs, it has been found that a full-length 

native sequence PROl 133 (shown in Figure 74 and SEQ m N(V 120) hm «>rtoin mhyx »HH ^vtwi idrntity 
with netrin la, Dayhoff accession AF002717J . Aoatdingly, it is presently believed that PROl 133 disclosed 
in the present application «^ one trfatM mechanism with nffrin 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0784. In particular, cDNA, designated herein as 
"DNA53978-1443", which encodes a PR0784 polypeptide, has been identified and isolated, as disclosed in 
further detail in the Examples below. 

Using BLAST and FastA sequence alignment computer programs, it has been found that a full-length 
native sequence PR0784 (shown in Figure 76 and SEQ ID NO: 135) has certain amino acid sequence identity 
with sec22 homologs. Accordingly, it is presently believed that PR0784 disclosed in the present application 
is a newly identified member of the sec22fiuiuTyaiid may possess 
sec22 family. 

30. Full-length PRQ783 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0783. In particular, Applicants have identified and 
isolated cDNA encoding a PR0783 polypeptide, as disclosed in Amber detail in the Examples below. The 
PR0783-encoding clone was isolated from a human fetal kidney library. To Applicants present knowledge, 
the DNA53996- 1442 nucleotide sequence encodes a novel factor. However, using BLAST and FastA sequence 
alignment computer programs, some sequence identity to known proteins was found. 

31. JftilHgigft IfROm Peptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PRO820. In particular, Applicants have identified and 



345 



WO 00/73454 



PCT/US00/08439 



isolated cDNA encoding a PRO820 polypeptide* as disclosed in farther detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs, Applicants found that various portions of the 
PRO820 polypeptide have sequence iden^ 

high affinity Fe receptor and the high affinity immunoglobulin epsikm receptor. Accordingly, it is presently 
believed that FRO820polypep 
5 receptor family. 

32. mt^AmsmLma^aM 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the preset* application as PRO1080. In particular, Applicants have identified and 
10 isolated cDNA encoding a PRO1080 polypeptide, as disclose Using 
* BLAST and FastA sequence aHgnment computer prognm^ Dayhoff database (version 35.45 SwissPn* 35), 
Applk^ found that the PROl^ 

•YRYljCAEEL*. a Dual homolog designated* "AFQ27149_5-. a DnaJ homolog 2 designated 
•RNU95727_1\ and Dna3/Qw3 designated -AF011793J". Accordingly, these results Indicate that the 
15 PRO1Q80 polypeptide disclosed in the present application may be a newly identified member of the DnaJ-like 
protein family and therefore may be involved in protein biogenesis* 

33. BnHJgggft PRO1079 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
20 polypeptides referred to in the present application as PRO1079. In particular, cDNA encoding a PRO1079 
polypeptide has been identified and isolated, as disclosed in further detail in die Examples below. 

As far as is known, the DNA56050-1455 sequence encodes a novel factor designated herein as 
PRO 1079. Although, using WU-BLAST2 sequence alignment computer programs, some sequence identities 
to known proteins was revealed. 

25 

34. FulHength ERQZQ ^ypyptid^ 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0793. In particular, cDNA encoding a PR0793 
polypeptide has been identified and isolated, as disclosed in farther detail in die Examples below. 
30 The DNA561 10-1437 done was isolated from a human skin tumor library. As far as is known, die 

DNA561 10-1437 sequence encodes a novel factor designated herein as PR0793; using die WU-BLAST-2 
sequence alignment computer program, no significant sequence identities to any known proteins were revealed . 

35. Full-length FRO1016 Polypeptides 

35 The present invention provides newly identified and isolated nucleotide sequences encoding 

polypeptides referred to in the present application as PRO1016. In particular, Applicants have identified and 
isolated cDNA encoding a PRO1016 polypeptide, as disclosed in farther detail in the Examples below. Using 
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BLAST and FastA sequence *\\pnpix* computer programs, Applicants found that various portions of die 
PRO1016 polypeptide have sequence identity With aeyitransferasea. Accordingly, it is presently believed that 
PRO 101$ polypeptide disclosed in die present application is ine^ identified 
. family and possesses acyltalation capabilities typical of this family. 

5 36. iaHBBfli mitmmaxitm 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 101 3. In particular, Applicants have identified cDNA 
encoding a PRO1013 polypeptide, as disclosed in Anther detail in die Examples below. The PRO1013- 
encocfing dime came from a human breast tumor tissue library* Thus, the PRO1013-eocoding done may 
10 encode a secreted factor rdated to cancer. To Applicants present knowledge, the DNA56410-1414 nucleotide 
* sequence encodes a novd factor. Using BLAST and FastA sequence alignment computer programs, some 
sequence identity with KIAA0157 and P120 was revealed. PRO1013 has at least <me region in common with 
growth Actor and cytokine receptors. 

15 37. EMHengft mXW FMmpfrfeg 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0937. In particular, Applicants have identified and 
isolated cDNA encoding a PR0937 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs, Applicants found that the PR0937 polypeptide has 

20 significant sequence identity with members of the glypican family of proteins. Accordingly, it is presendy 
believed that PR0937 polypeptide disdosed in the present application is a newly identified member of the 
glypican family possesses properties typical of the glypican family. 

25 The present invention provides newly identified and isolated nucleotide sequences encoding 

polypeptides referred to in die present application as PR0842. In particular, cDNA encoding a PR0842 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

As for as is known, the DNA56855- 1 447 sequence encodes a novd secreted factor designated herein 
as PR0842. However, using WU-BLAST2 sequence alignment computer programs, some sequence identity 

30 to any known proteins were revealed. 

39. yulHengft frlypeptfdes 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PR0839. In particular, cDNA encoding a PR0839 
35 polypeptide has been identified and isolated, as disclosed in further detail in die Examples below. 

As for as is known, die DNA56859-1445 sequence encodes a novd factor designated herein as 
PR0839. However, using WU-BLAST-2 sequence alignment computer programs, some sequence identities 
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to known proteins was revealed. 

The present invention provides newly identified and isolated nucleotide 
polypeptides referred to in the presem application as PROH80. In particular, Applicants have identified and 
isolated cDNA encoding a PROl 1 80 polypeptide, as disclosed to further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs. Applicants found that the PROl 180 polypeptide 
has significant similarity to methyl transferase enzymes. Accordingly, it is presently beUeved that PROl 180 
polypeptide dfaclngari in tha present Application k a wmriy M<^fi^ m^tyy ft f for methyltramfrrasc ftmfly 
and possesses activity typical of that fiunily. 

* 41. ynlMgigft f^p ^4 ft>^yt^Q>^ 

The present invention provides newly identified end isolated irorfrfrfMt* sequences encoding 
polypeptides referred to in the present application as PROl 134. In particular, cDNA encoding a PRO 1 134 
polypeptide has been identified and isolated, as disclosed in fimher detail in the Examples below. 

The DNA56865-1491 done was isolated from a human fetal liver spleen library using a trapping 
technique wttch selects form Thus, theDNA56865~1491 done 

does encode a secreted factor. As fer as is known, die DNA56865-1491 sequence encodes a novd fector 
d e sign a t ed herein as PROl 134; using the WU-BLAST2 sequence alignment computer program, no significant 
sequence identities to any known proteins were revealed. 

42. Full-length PRO830 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PRO830. hi particular, cDNA encoding a PRO830 
polypeptide has been identified and isolated, as disclosed in fiirther detail in the Examples bdow. 

The DNA56866-1342 clone was isolated from a human fetal liver/spleen library using a trapping 
technique which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA56866-1342 done 
does encode a secreted factor. As for as is known, the DNA56866-1342 sequence encodes a novd fector 
des ig na ted herein as PRO830; using die WU-BLAST-2 sequence alignment computer program, no significant 
sequence identities to any known proteins were revealed. 

43. Full-length PROl 115 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 115. In particular, cDNA encoding a PROl 115 
polypeptide has been identified and isolated, as disclosed in fiirther detail in the Examples below. 

As far as is known, the DNA56868- 1 478 sequence encodes a novd transmembrane protein designated 
herein as PROl 115. Although, using WU-BLAST-2 sequence alignment computer programs, some sequence 
identities to known proteins were revealed. 
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44. iwkffgft mown mmvtifa 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in thepresemapplicatkra as PR01277. In particular, cDNA encoding a PRO 1277 
polypeptide has been identified and isolated, is disclosed in farther detail in the Examples below. 

Using WU-BLAST-2 sequence alignment compute programs, it has been found that a fiiU-kagtii 
native sequence PRQ12T7 (sham in Figure 113 and SEQ ID NO;17S) baa certain amino add sequence identity 
with Cocfa-5B2 protein (designated "AFD12252J* in the Dayhoff database). Accordingly, it is presently 
believed that PR01277 disclosed in tbe present application is a newly identified member of the Coch-5B2 
protein ftmily and may possess the same activities and properties as Coch-5B2. 

45. FnlHcngth PRP1135 Ptotvn«itf itoi 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application tsPROl 135. In particular , Applicants have identified and 
isolated cDNA encoding a ra^ Using 
BLAST and FastA sequence aUgnn^OMnputer programs, Applicants found that the PRO 11 35 polypeptide 
has significant similarity to the alpha l^mirmosidase protein. Accordingly, it is presently believed that 
PROH35 polypeptide disclosed in the present application is a newly identified member of the mannosidase 
enzyme family and possesses activity typical of that family of proteins. 

46. Full-length PRQ1114 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROH14 interferon receptor. In particular, cDNA 
encoding a PRO 1 1 14 interferon receptor polypeptide has been identified and isolated; as disclosed in further 
detail In the Examples below. 

Using the WU-BLAST-2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01114 interferon receptor polypeptide (shown in Figure 117 and SEQ ID NO: 183) has 
sequence identity with the other known interferon receptors. Accordingly, it is presently believed that 
PROl 1 14 interferon receptor possesses activity typical of other interferon receptors. 

47. Bjttfattfli FROM8 Polypeptide* 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0828. In particular. Applicants have identified and 
isolated cDNA encoding a PR0828 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs, Applicants found that the PROS28 polypeptide has 
sequence identity with glutathione peroxidases. Accordingly, it is presently believed that PR0828 polypeptide 
disclosed in the present application is a newly identified member of the glutathione peroxidase femily and 
possesses peroxidase activity and other properties typical of glutathione peroxidases. 
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Hie present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1009. In particular, cONA encoding a PRO1009 
polypeptide has been identified sod I sol ated^ as disclosed in fttrlfacr detail in die thtsmpfee below* 

Using WU-BLAST-2 sequence alignment computer programs, it has been found that a fall-length 
native sequence PRO1009(shown in Rgure 122 ai^SEQ ID NCh 194) has certain amino acM 
wjthlong-diafaacyl-CoAsynt^ <t F69893". Accordingly . it is presently believed thai 

PRO1009 disclosed in the present application is a newly identified member of foe long-chain acyl-CoA 
synthetase family and may possess activity related to this family. 

49. MbkmibmMlJBtimmm 

Hie present invention provides newly identified and i so l a t ed nucleotide sequences encoding 
polypeptides referred to in die present apfriicstkm as PRO1007. fa particular. Applicants have 
isolated cDN A encoding a PRO1007 polypeptide, as disclosed fa forte Using 
BLAST and FastA sequence alignment computer programs, Applicants found that various portions of die 
PRO1007 polypeptide have sequence identity with MAGPIAP. Accordingly, it is presently believed that 
PRO1007 polypeptide disclosed in the present application is a newly identified member of the MAGPIAP 
family and is associated with metastasis andVor cell signaling and/or cell replication. 

50. Full-length PRO1056 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1056. In particular, cDNA encoding a PRO1056 
polypeptide has been identified and isolated, as disclosed fa farther detail fa the Examples below. 

Using the WU-BLAST-2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO 1056 (shown in Figure 127 and SEQ ID NO: 199) has amino acid sequence identity with 
a chloride channel protein. Accordingly, it is presently believed that PRO1056 disclosed fa the present 
application is a newly identified chloride channel protein homolog. 

51. Bfttegai rmm BalffiBBflflg 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to fa the present application as PR0826. fa particular, cDNA encoding a PR0826 
polypeptide has been identified and isolated, as disclosed fa further detail fa the Examples below. 

The DN A57694- 1 34 1 clone was isolated from a human fetal heart library using a trapping technique 
which selects for nucleotide sequences encoding secreted proteins. Thus, die DNA57694-1341 clone does 
encode a secreted fector. As for as is known, the DNA57694-1341 sequence encodes a novel factor designated 
herein as PR0826; using the WU-BLAST-2 sequence alignment computer program, no significant sequence 
identities to any known proteins were revealed. 
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The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0819. In particular, cDNA encoding a PR0819 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DN A57695-1 340 done was isolated from a human fetal liver spleen library using a trapping 
techukjne which selects for nnde^^ Thus, the DNA57695-1340 clone 

does encode a secreted factor. As fer as is known, the DNA57695-1340 sequence encodes a novel fector 
designated herein as PR081 9; using the WU-BLAST-2 sequence alignment computer program, no significant 
sequence identities to any known proteins were revealed. 

53. BfflJagft PttOMM lMvp«itfd« 

The present inventkm provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present applicatkm as PRO1006. In particular, Applicants have idei^^ 
isolated cDNA encoding a PRO1006 polypeptide, as disdosed in ftmherd^ in t!» Examples below. The 
PROlOM-cncoding clone was isolated from a human uterus library. To Applicants present knowledge, the 
DNA57699-1412 nucleotide sequence encodes a novel ftctor; using BLAST and FastA sequence alignment 
computer programs, some sequence identity with a putative tyrosine protein kinase was revealed. 

54. EMbjgggft PRQH12 Btoaflflai 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 1 12. In particular. Applicants have identified cDN A 
encoding a PROl 112 polypeptide, as disclosed in further detail in Example 1 below. To Applicants present 
knowledge, the DNA57702-1476 nucleotide sequence encodes a novel factor, although using BLAST and 
FastA sequence alignment computer programs some sequence identity with other known proteins was found. 

55. Eymsugft EHO**74 ffWYpegttkff 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1074. In particular, Applicants have identified and 
isolated cDNA encoding a PRO1074 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs. Applicants found that the PRO 1 074 polypeptide 
has sequence identity with galactosyltransferase. Accordingly, it is presently believed that PROI074 
polypeptide disclosed in the present application is a newly identified member of the galactosylfransferase family 
and possesses galactosyltransferase activity. 

56. BgBjengft BttOMM )Wypeptf4CT 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1005. In particular, cDNA encoding a PRO1005 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 
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As fir as is known, die DNA5770&44U sequence encodes a novel factor designated herein as 
PRO10Q5. However, using WU-BLAST2 sequence alignment conqwier programs, some sequence identities 
with known proteins was revealed. 

57» IfolHeiigth FRQ1OT3 Polypeptides 
5 The present invention provides newly identified and isolated nucleotide sequences encoding 

polypeptides referred to in the present application as PRO1073. In particular, cDNA encoding a PRO1073 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is known, the DNA57710 sequence encodes a novd secreted factor designated herein as 
PRO1073. However, using WU-BLAST2 sequence aHgnmeitf computer programs, some sequence identities 
10 to known proteins were revealed. 

58. fflHfflgft FROlia Fvtn*Ptl*l 
1*0 present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 152. In particular, cDNA encoding a PRO 1152 
15 polypeptide has been identified and isolated, as disdos^ 

The DNA5771 1-1501 clone was isolated from a human infent brain library. As fir as is known, the 
DNA5771 1-1501 sequence encodes a novel factor designated herein as PROl 152; using the WU-BLAST-2 
sequence alignment computer 

20 59. gafttegth 1W>*m ?oiyp^p^d ?g 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 136. In particular, cDNA encoding a PROl 136 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
25 native sequence PROl 136 (shown in Figure 147 and SEQ ID N0319) has amino acid sequence identity with 
PDZ domainrcoiitaining proteins. Accordingly, it is presently believed that PROl 136 disclosed in the present 
application is a newly identified member of die PDZ domaiiwx>ntaining protein family and may possess activity 
typical of that family. 

30 60. RilMength PRQ 813 Polypeptide* 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0813. In particular, Applicants have identified and 
isolated cDNA encoding a PR0813 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs, Applicants found that die PR08 1 3 polypeptide has 

35 significant similarity to the pulmonary surfactant-associated protein C. Accordingly, it is presently believed 
that PR0813 polypeptide disclosed in the present application is a newly identified pulmonary surfactant- 
associated protein C homolog. 
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t 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO809. In particular, Applicants have identified and 
isolated cDNA encoding a PRO809 polypeptide, as disclosed in further detail in the Examples below. To 
Applicants present knowledge, the DNA57836-1338 nucleotide sequence encodes a novel fector. 

sl aaaaflfa man mssmm 

The present invention piovides newly identified and isolated nucleotide sequences encoding 
rxrtypeptides referred to in the present application as PR0791. In particular. Applicants have identified and 
isolated cDNA encoding a PR0791 polypeptide, as disclosed in ftmher detail in die Examples below. To 
Applicants present knowledge, the DNA57838-1337 nucleotide sequence encodes a novel fector; however, 
* using BLAST and FastA sequence alignment computer programs, there does appear to be some sequence 
identity with MHO 1 antigens, indicating that PR079 1 may be related thereto in structure and fimction. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 1004. In particular, cDNA encoding a PRO1004 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

As far as is known, die DNA57844-1410 sequence encodes a novel fector ANrignnfM herein as 
PRO 1004. However, using WU-BLAST2 sequence alignment computer programs, some sequence identities 
with known proteins were revealed. 

64. Full-length PROllll Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROllll. In particular, cDNA encoding a PROllll 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PROl 1 1 1 (shown in Figure 157 and SEQ ID NO:229) has certain amino acid sequence identity with 
UG. Accordingly, it is presently believed that PROllll disclosed in the present application is a newly 
identified member of this glycoprotein family. 

65. Full-length PRQ1344 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01344. In particular, cDNA encoding a PR01344 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using die WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01344 (shown in Figure 159 and SEQ ID NO:231) has certain amino acid sequence identity 
with the factor C protein of Carcinoscorpius rotundicauda. Accordingly, it is presently believed that PR01344 
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disclosed in the present application it a newly identified fector C protein and may possess activity typical of 

QlaXpOCcin. 

66. BdUgBft E8QIM8 yftlYPeptifta 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 109. In particular, cONA encoding a PROl 109 
polypeptide has been identified and isolated, as disclosed in further deta^ 

Using the WU-BLAST2 sequence alignment computer program, it has beta found that a fulMength 
native sequence PRO 1109 (shown in Figure 161 and SEQ ID ha* rertain ^ «^ vtkt Hfratity 

with the human UDP-Gal:GlcNAc galactosyltnmsferase protein. Accordingly, it is presently believed that 
PRO1109 disclosed in the present ipplicatkm is a newly identified p-galactosyltrarisf«se enzyme and has 
* activity typical of those enzymes. 

CT. BtoB4ctigthItt013M 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01383. In particular, cDNA encoding a PR01383 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that * full-length 
native sequence PRQ1383 (shown in Figure 163 and SEQ ID NQ34I) has certain amino add sequence identity 
with the putative human transmembrane protein nmb precursor (NMB HUMAN). Accordingly, it is presently 
believed that PR01383 disclosed in the present application is a newly identified nmb homology 

68. ftJUgjgft FRO10Q3 Polypeptide* 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1003. In particular, Applicants have identified and 
isolated cDNA encoding a PRO1003 polypeptide, as disclosed in further detail in the Examples below. The 
PRO10Q3-encoding done was isolated from a human breast tumor tissue library. The PRO1003-eneoding 
clone was isolated using a trapping technique which selects for nucleotide sequences encoding secreted 
proteins. Thus, the PRO 1003-encoding clone may encode a secreted factor. To Applicants present knowledge, 
the UNQ487 (DNA58846-1409) nucleotide sequence encodes a novel factor; using BLAST and FastA sequence 
alignment computer programs, no sequence identities to any known proteins were revealed. 

69. Poll-length PRO1108 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 108. In particular, Applicants have identified and 
isolated cDN A encoding a PRO 1 108 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs. Applicants found that die PROl 108 polypeptide 
has significant similarity to die LPAAT protein. Accordingly, it is presently believed that PROl 108 
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polypeptide disclosed in the present application is a newly identified LPAAT bwnolog. 

70. EteOJfflgft mQ mi MrpqrtWw 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in tbe present application as PROl 137. In particular ^ AppiicaiK* have identified and 
5 isolated cDNA tamadlng m rani 1 37 polypeptide, « dtsdnsed jn fiirtw detail fa **™ Pyanyifff below , Using 
BLAST and FastA sequence alignment computer programs, Applicants found that the PRO 1 1 37 polypeptide 
has sequence identity with ribosytaansftrascs. Accordingly, it is presently believed that PRO 1 1 37 polypeptide 
disclosed in the present application is a newly identified member of 
ribosyhransfeiasc activity. 

10 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 138. In particular, Applicants have identified and 
isolated cDNA encoding a PROl 138 polype Using 
15 BLAST and FastA sequence alignment computer programs. Applicants found that die PROl 138 polypeptide 
has sequence identity with CD84 leukocyte antigen. Accordingly, it is presently believed that PROl 138 
polypeptide disclosed in the present application is a newly identified member of the Ig superiamDy and has 
activity typical of other members of the Ig superfamfly . 

20 72. EMbfaigfll ffft<W>54 ffftlvpeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 1054. In particular, cDNA encoding a PRO1054 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
25 native sequence PRO 1054 (shown in Figure 174 and SEQ ID NO:256) has amino acid sequence identity with 
one or more of the major urinary proteins. Accordingly, it is presently believed that PRO1054 disclosed in 
die present application is a newly identified member of the MUP family and may possess activity typical of 
that family. 

30 73. Mkta&tmmU&MStlfe 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0994. In particular, cDNA encoding a PR0994 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
35 native sequence PR0994 (shown in Figure 176 and SEQ ID NO: 25 8) has amino acid sequence identity with 
the tumor-associated antigen US. Accordingly, h is presently believed that PR0994 disclosed in the present 
application is a newly identified L6 antigen homolog. 
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74. E&jsa&h&omis&msilfa 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0812. In particular, cDNA encoding a PR0812 
polypeptide has been identified and isolated, as disclosed in farther detail in the Examples below. 

Using tb« WU-BLAST^ sequence ilignn^ccmjputer program, it has been fcomd that a full-length 
native sequence PR0812 (shown in Figure 178 and SEQ ID NO:260) has amino acid sequence identity with 
the prostatic steroid-binding cl protein. Accordingly, it is presently believed that PR0812 disclosed in the 
present application is a newly identified prostatic steroid-binding cl protein homolog. 

75. BflJBtfi ™ iD» PotroentHtea 

The present invention provides newly identified and isolated nucleotide sequences e ooodin g 
* polypeptides referred to faitbe present ^licatfam as PRO1069. In particular, Applicants have idexitmed and 
Isolated cDNA encoding a PROlOo^ Using 
BLAST and FastA sequence alignment computer programs, k was found that the PRO1069 polypeptide has 
sequence identity with CHIP. Abidingly, it is presently belierved that PRO1069 polypeptide disclosed in the 
present application is a newly identified CHIF polypeptide and is involved in ion conductance or regulation 
of ion conductance. 

76. Full-length FROtm fi^Ypeptfofff 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 129. In particular, Applicants have identified and 
isolated cDNA encoding a PROl 129 polypeptide, as disclosed in further detail in die Examples below. Using 
BLAST and FastA sequence alignment computer programs, Applicants found that the PROl 129 polypeptide 
has significant similarity to the cytochrome P-450 family of proteins. Accordingly, it is presently believed that 
PRO 1 129 polypeptide disclosed in the present application is a newly identi fied member of the cytochrome P- 
450 femily and possesses activity typical of that femily. 

77. FulHength PRO1068 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 1068. In particular, cDNA encoding a PRO 1068 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1068 has amino acid sequence identity with urotensin. Accordingly, it is presently believed that 
PRO1068 disclosed in die present application is a newly identified member of the urotensin family and may 
possess activity typical of the urotensin family. 

78. mfctotttt mam mim*** 

The present invention provides newly identified and isolated nucleotide sequences encoding 
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polypeptides referred to in to^ In particular. Applicants have identified and 

fcotatdcDNA encoding a PRO1066i» The 
ITO1066^acoding clone was isolated fittmabunra 

which selects for nucleotide seqpeocxs encodii^ seemed pxotems. Thus, tfaePRO10«kocodIng clone may 
encadeasecaretedfector. To Applk^presem knowledge, the DNA59215>1425 nucleotide sequence eoco^ 
anovdficton using BIAST ami FastA sequence aUgnm^ 
known proteins were revealed. 

79. MUagft BtaaMfa 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referredtointte In particular, Applk^ haw 

encodin* a PROl 184 polypeptide m To Applicants present 

knowledge, the DNA59220-1514 nucleotide sequence encodes a novel secreted frctor. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 1 360. In particular, cDNA encoding a PRO1360 
polypeptide has been identified and isolated, as disclosed in fiirto 

As to as is known, the DNA59488-1603 sequence encodes a novel factor designated herein as 
PRO1360; using WU-BLAST2 sequence alignment computer programs, no significant sequence identities to 
any known proteins were revealed. Some sequence identities were revealed, as indicated below in the 
examples. 

81. Full-length PRO1029 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1029. In particular, cDNA encoding a PRO 1029 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA59493-1420 done was isolated from a human fetal liver spleen library using a trapping 
technique wfaidisdccts for Thus, the DNA59493-1420 clone 

does encode a secreted fector. As fer as is known, the DNA59493-1420 sequence encodes a novel factor 
designated herein as PRO1029; using the WU-BLAST2 sequence alignment computer program, no sequence 
identities to any known proteins were revealed. 

82. Bftfagft FRQ1139 Bflnailte 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 139. In particular. Applicants have identified and 
isolated cDN As encoding PRO 1 1 39, as disclosed in further detail in the Examples below. Using BLAST and 
FastA sequence alignment computer programs, Applicants found that the human PR01139 protein originally 
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identified exhibiss a significant sequence homology to the a OB receptor associated protein HSOBRGRP J , 
described by Baffleul et aL, Nucleic Adds Res. 25, 2752-2758 (1997) (BMBL Accession No: Y12S70). 

83. flilHengft^ 

The present invention provides newly identified and isolated nucleotide sequences encoding 
5 polypeptides referred to in the present application as PRO1309. In particular, cDNA encoding a PRO 1309 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignmcatf computer program, it has been found that a firiHength 
native sequence PRO1309 (shown in Rgure 196 an^ 

with a protein designated KIAA0416, given me Dayhoff designation AB007876J . Moreover, PRO1309 has 
10 leucine rich repeats, accordingly, kh presently believe 

* a newly identified member of the leucine rich protein family and may be involved in protein protein 

84. ffMHfflgth mQVX& Prtyp*ptttei 

13 The present invention provides newly identified and isolated nucl eo tide sequences encoding 

polypeptides referred to in the present application as PRO1028. In particular. Applicants have identified and 
isolated cDNA encoding a PRO1028 polypeptide, as disclosed in further detail in the Examples below. To 
Applicants present knowledge, me DNA596G3-1419 nucleotide sequence encodes a novel factor. BLAST and 
FastA sequence alignment computer programs- showed some sequence identity with proteins such as those 

20 designated «A53050" and EMU39529J \ 

85. ayuagtt w&um frtropfrta 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1027. In particular. Applicants have identified and 
25 isolated cDNA encoding a PRO1027 polypeptide, as disclosed in farther detail in the Examples below. The 
PRO1027-encoding clone was identified in a human uterine cervical tissue library. To Applicants present 
knowledge, the DNA596G5-1418 nucleotide sequence encodes a novel factor. 

86. mSssaA EBflllflZ MrpepPdei 

30 The present invention provides newly identified and isolated nucleotide sequences encoding 

polypeptides referred to in the present application as PROl 107. In particular, Applicants have identified and 
isolated cDNA encoding a PROl 107 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment computer programs, Applicants found that the PROl 107 polypeptide 
has some similarity to the PC-1 protein, human insulin receptor tyrosine kinase inhibitor, an alkaline 

35 phosphodiesterase, and autotaxin. Accordingly, it is presently believed that PROU07 polypeptide disclosed 
in die present application is a newly identified member of the phosphodiesterase family . 
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87. Wferigft IWim fttfy^Ptita 

The present invention provides newly identified and isolated nucleotide sequences encoding novel 
multi-span transmembrane polypeptides referred to in the present application as PRO1140. In particular, 
Applicants have identified and isolated cDNA encoding a PROlltt 

in the Examples below. Using BLAST and FastA sequence alignment computer programs, some sequence 
identity with known proteins was found* 

88. BdHeafla WMMM JtitovwHto 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PRO 1106. In particular. Applicants have identified and 
isolated cDNA encoding a ra^ Using 
* BLAST and FastA sequence alignment computer programs, Applicants found that the PRO 1 1 06 polypeptide 
has significant similarity to the peroxisomal caldunwlqpendenr solute carrier. Accordingly, it is presently 
believed that PRO! 106 polypeptide disclosed in die present application is a newly identified member of the 
mitochondrial carrier superfamily and possesses transporter activity typical of this family. 

89. bmububi mam mvmtifr* 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0129L In particular, cDNA encoding a PR01291 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01291 (shown in Figure 208 and SEQ ID NO: 291) has certain amino acid sequence identity 
with the butyrophilin protein. Accordingly, it is presently believed that PR01291 disclosed in the present 
application is a newly identified butyrophilin homolog and may possess activity typical of that protein. 

90. BffljB«ft HfflUffiS Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present applkationas PRO 1105. In particular, Applicants have identified cDNA 
encoding a PRO 1 105 polypeptide, as disclosed in further detail in the Examples below. To Applicants present 
knowledge, the DNA596124466 nucleotide sequence encodes a novel factor. There is, however, some 
sequence identity with a peroxydase precursor designated in a Dayhoff database as "ATTS 1623J " . 

91. FulHength PfrQgH EttlMttttte 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0511. In particular, Applicants have identified and 
isolated cDNA encoding a PR051 1 polypeptide, as disclosed in further detail in the Examples below. The 
mOSl 1 -encoding clone was isolated from a human colon tissue library. To Applicants present knowledge,, 
the DNA59613- 14 17 nucleotide sequence encodes a novel factor; using BLAST and FastA sequence alignment 
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computer programs, sequence identities with RoBo-1, phospholipase inhibitors and a protein designated as 
"SSC20F10J" were revealed, indicated that PR0511 may be related to one or more of these proteins, 

92. FulUi^th FRO1104 Polypeptides 
The present invention provides newly identified and isolated nucleotide sequences encoding 
5 polypeptides referred to in the present application as FROl 104. In particular, Applicants have Identified and 
isolated cDNA encodings PROl 104 polypeptide, as disclosed in farther detail in the Examples below. To 
Applicants present knowledge, the DKA59616-1465 nucleotide sequence encodes a novel factor; using BLAST 
and RaslA sequence alignment ccmycterp 
as -AB002i07J% -AF022991 _V and *SP96JMO>r. 

10 

* 93. tsM^AIsmmSsism^ 

The- present invention provides newly identified and isolated nu cl e o tid e sequences en cod ing 
polypeptides referred to in the prcsei* Inparticular, Applicants have identified cDNA 

enc©diiigaPRO1100polyp<^tidc^ To Applicants present 

15 knowledge, the DNAS9619-1464 nucleotide sequence encodes a novel factor; using BLAST and FastA 
sequence aligmneit computer program There 
is some sequence identity with die yeast hypothetical 42 JS KD protein in TSM1-ARE1 intergenlc region 
(ACCESSION NO: 140496), designated " YSCT4 JYEAST" . 

20 94. Full-length PR Q836 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR0836. In particular, Applicants have identified and 
isolated cDNA encoding a PROS36 polypeptide, as disclosed in further detail in the Examples below. To 
Applicants present knowledge, the DNA59620-1463 nucleotide sequence encodes a novel factor. Using 

25 BLAST and FastA sequence alignment computer programs, there appears to be some sequence identity with 
SLS1. 

95. Bdfcteigft HH Hm raaatifl a 

The present invention provides newly identified and isolated n u cl e otide sequences encoding 
30 polypeptides referred to in the present application as PROl 141. In particular, cDNA encoding a PROl 141 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA59625-1498 clone was isolated from a human ileum tissue library. As far as is known, the 
DNA59625-1498 sequence encodes a novel factor designated herein as PR01141; using the WU-BLAST2 
sequence alignment computer program, no sequence identities to any known proteins were revealed. 

35 

96. Bffljggft MMMMB Pbhrnenttdes 

The present invention provides newly identified and isolated nucleotide sequences encoding 
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polypeptide* referred to in the present application as PROl 132. In particular, cDNA encoding a PROl 132 
polypeptide hat been identified and isolated, is disclosed in further detail in die Examples below. 

Using WU-BLAST2 sequence a^ 
scqnencePROl 132 (shown in Figured amiiK) add sequence identity with 

c namrtm a M cserineproteai^landnetmy^ Accordingly, it is presenlly believed that PROl 132 disclosed 
in the present application is a newly identified member of the serme protean 
activity typical of this family. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred torn the In particular, cDNA encoding an NL7 

* polypeptide has been identified and isolate 

As disclosed in the Examples bekw, a dow^ The 
actual nurJwxkle sequence of the clone can be readily determined by die skilled artisan by sequencing of the 
deposited clone using routine methods in the art. The predicted amino acid sequence can be dctfrmirird from 
the nucleotide sequence using routine skill. For the NL7 (PR01346) herein. Applicants have identified what 
is believed to be the reading frame best identifiable with die sequence information available at die time of 
fifing. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length 
native sequence NL7 (shown in Figure 228 and SEQ ID NO:3 14) has certain amino acid sequence identity with 
mkrofibril-associated glycoprotein 4 (MFA4HUMAN); ficolin-A - Mus muscuhis (AB007813_1); human 
lectin P35 (D63155S6J); ficolin B - Mus muscuhis (AFO063217_l); human tenascin-R (restriction) 
(HS518E131); the long form of a rat janusin precursor (A45445); fibrinogen-relaied protein HFREP-1 
precursor (JNOS96); a human Tenascin precursor (TENA HUMAN); human CDT6 (HSY16132J); and 
angk>poietin-l - Mus muscuhis (MMU83509J). It is presently believed that NL7 disclosed in the present 
applicatknisanovelTraiigari 

and/pr wound healing and/or inflammation and/or tumor development and/or growth 

98. Bflfcteigfli raPWfl JMmpfrta 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PROU31. In particular, cDNA encoding a PROl 131 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PROl 13 1 (shown in Figure 230 and SEQ ID NO:3 19) has certain amino acid sequence identity with 
a lecnn4ike oxidized LDL receptor. Accordingly, it is presently believed that PROl 131 disclosed in the 
present application may have at least one mechanism similar to those of die LDL receptors. 
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The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01281. In particular, cDNA encoding a PR01281 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA59820- 1549 done was isolated from a human fetal liver library using a trapping technique 
5 which selects for nucleotide sequences encoding secreted ptoteins. Thus, as far as is known, the DNA59820- 
1349 sequence encodes a novel factor designated herein as PRO 1281 . Using WU-BLASTC sequence alignment 
computer programs, some sequence identities to known proteins was found, but determined not to be 
significant* 

10 too. MHagfl mmflfiiJMaaflfla 

* The pres en t invention provides newly Mentificd a nd isolated nucleotide sequences e nco ding 
polypeptides referred to in the present application as PRO1064. In particular, cDNA encoding a PRO1064 
polypeptide has been identified and isolated, as disclosed in further detail in die Examples below. 

The DNA59827-1426 done was isolated from a human fetal kidney library. As far as is known* die 
15 DNA59827-1426 sequence encodes a novel factor designated herein as PRO1064; using the WU-BLAST2 
sequence alignment computer progiaui, no significant sequence identities to any known proteins were revealed. 

101. IMMcnirth PRQ1379 gpJngjMg 

The present invention provides newly identified and isolated nucleotide sequences encoding 
20 polypeptides referred to in die present application af PR01379. In particular, cDNA encoding a PR01379 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA59828 clone was isolated from a human fetal kidney library. As far as is known, die 
PR01379 polypeptide encoded thereby is a novel secreted factor. Using WU-BLASTC sequence alignment 
computer programs, sequence identity was found between PR01379 and a hypothetical yeast protein 
25 *YHY8_YEAST" (Dayhoff database; version 35.45 SwissProt 35), particularly at the C-terminal ends. 
Sequence homologies with other known proteins were revealed, but determined not to be significant. 



102. jWHtngft mom RrtYMrtte 

The present invention provides newly identified and isolated nucleotide sequences encoding 
30 polypeptides referred to in the present application as PR0844. In particular. Applicants have identified and 
isolated cDNA encoding a PR0844 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and PastA sequence alignment computer programs, Applicants found that the PR0844 polypeptide has 
sequence identity with serine protease inhibitors. Accordingly, it is presently believed that PR0844 
polypeptide disclosed in die present application is a newly identified serine protease inhibitor and is capable 
35 of inhibiting serine proteases. 
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10). FtalUl^itth FRQ84S Pbtvncntfdf* 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the prescirt application as PR0848* In particular, Applicants have identified and 
isolated cDNA encoding a PR0848 polypeptide, as disclosed in further detail in the Examples below. Using 
BLAST and FastA sequence alignment c^^ 

sequence identity with sialyltransferases. Accordingly, it is presently believed that PR0848 polypeptide 
disclosed to the present application is a newry identified member of the sM^^ 
siarylatkm capabilities as typical of this family. 

The present invention provides newly identified and isolated nucleotide sequences encoding 
* polypeptides referred to in die present application as PRO1097. In particular, Applicants have identified and 
isolated cDNA encoding a PRO1097 polypeptide, as disclosed in fimher detail in the Examples below. To 
Applicants present knowledge, the DNA59841-1460 nucleotide sequence encodes a novel fcctor. Using 
BLAST and PastA sequence alignme nt computer programs, some sequence identity with proteins designated 
as "CBLKOSCBr. XRU26344J-, m SPBCl6C6_S\ *PJW13844 W and *AF0134G3' was revealed. 

las. BMUasga mum ******** *** 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 153. In particular, cDN A encoding a PRO 1 153 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PROl 153 (shown in Figure 246 and SEQ ID NO:351) has certain amino acid sequence identity with 
HPBRH-7 protein submitted to the EMBL Data Library June 1992. Accordingly, it is presently believed that 
PROl 153 disclosed in die present application may be related to HPBRII-7 . 

106. Bdhfagft tBflUa fftiYPeptldeff 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 154. In particular, cDNA encoding a PROl 154 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, ft has been fouirf 
sequence PROl 154 (shown in Figure 248 and SEQ ID NO:353) aligns with a KIAA0525 protein, designated 
ABOl 1097. PROl 154 has a novel N-terminus of 73 amino acids. Accordingly, PROl 154 is believed to be 
novel. PROl 154 also has significant sequence identity with aminopeptidase N, insulin-regulated membrane 
aminopeptidase, throtropm-releasmg hormone degrading enzyme and placental leucine aminopeptidase. 
Therefore, PROl 154 is believed to be a novel aminopeptidase, or peptide which degrades peptides. 
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107. Pnni^ monn Mjm&te 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to ^ In particular, cDNA encoding i PR01181 

polypeptide has been identified and isolated, as disclosed in farther detail in tbe Examples below. 

Tht DNA59847-1511 done was isolated from a human prostate tissue library using a trapping 
technkp* which sekcb Thus, the DNA59847-151 1 done 

does encode a secreted fector. As &r as is known, the DNA59847-1511 sequence encodes a novel fector 
designated hetein as PROU81;osing the WU^^ 
sequence ideuti ties to any known proteins w»e revealed. 

108. ynIU«H>th PRQ1182 Pblmeptf to 

* The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die presem application «s PROl 182* fa particular. cDNA encoding a PROl 182 
polypeptide has been identified and isolated, as disclosed in further d 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PROl 182 (shown in Rgure 252 and 
the congiotinm protein. Accordingly,* is presently believed tn^ 
is a newly identified conghitinin bomolog. 

109. Poll-length FRO llSS Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PROl 155. In particular. cDNA encoding a PROl 155 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length 
native sequence PROl 155 (shown in Figure 254 and SEQ ID NO:359) has certain amino acid sequence identity 
with neurokinin B. Accordingly, it is presently believed that PROl 155 disclosed in the present application is 
a newly identified member of the tachykinin family. 

110. MJfflgft FRQ1156 Polypeptides 

The present invention provides newly identified and isolated nucleotide se qu ences encoding 
polypeptides referred to in the present application as PROl 156. In particular, cDNA encoding a PROl 156 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA59853-1505 clone was isolated from an adult human heart library using a trapping technique 
which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA59853-1505 clone may 
encode a secreted factor. As fiur as is known, the DNA59853-1505 sequence encodes a novel fector designated 
herein as PROl 156. However, using WU-BLAST2 sequence alignment computer programs, some sequence 
identity with known proteins were revealed. 
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111. FnD-i^iyth PRO10M Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1098. In particular, Applkams have identified cDNA 
encoding t FRO1098 polypeptide, as diseased in Anther detail in the Examples below. The PRO1098- 
encoding done was isolated from a human hmg tissue library. To Applicants present knowledge, the 
5 DNA59854-1459 nucleotide sequence encodes a novel fetor, using BLAST and FastA sequence alignment 
computer programs, no significant sequence ideiUities to any known protein were revealed. Some sequence 
identity appeared with protdns such as the *Env" polyprotein and a methyhransferasc. 

112. yniHoigft FRQ1 m ffrhrp^det 

10 The present invention provides newly identified and isolated nucleotide sequences encoding 

* polypeptides rofeoed to in tte In particular, cDNA encoding a PROH27 

polypeptide has ben idem^ 

Hie DNA6Q283-1484 clone encodes a secreted Actor. As fer as is known, the DNA6G283-14S4 
sequence encodes a novel fitter ifrrigftftfr"* herein as PR01127; using WU-BLAST2 sequence alignment 
IS computer programs, minimal sequence identities to any known proteins were revealed. 

113. FbM-tength PRQ1126 Pblviieiitidcs 

Hie present invention provides newly identified and isolated nucleotide seq u e n ces encoding 
polypeptides referred to in the present application as PROl 126. In particular, cDNA encoding a PROl 126 
20 polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PROl 126 (shown in Figure 262 and SEQ ID NO:367) has certain amino acid sequence identity 
with the olfactomedin protein. Accordingly, it is presently believed that PROl 126 disclosed in the present 
application is a newly identified olfactomedin homolog and may possess activity typical of that protein. 

25 

114. Bdfctegfli Wt t0112S Peptide? 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 125. In particular, cDNA encoding a PROl 125 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 
30 Using WU-BLAST2 sequent alignment 

sequence PROl 1 25 (shown in Figure 264 and SEQ ID NO:369) has certain amino acid sequence identity with 
transcriptional repressor rco-1 . Accordingly, it is presently believed that PRO 1 125 disclosed in the present 
application is a newly identified member of the WD superfamily. 

35 115. FkilHemrth PRQ1186 Poivnentiites 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 186. In particular, cDNA encoding a PROl 186 
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polypeptide has been identified and isolated, as disclosed in Anther detail in the Examples below. 

Using WUJILASTO sequence attjmn^ 
sequencoPROl 186 (dxown in Figure 266 and SEQ©N 

protein A from Dendroaspis polykpsis polylepsis venom. Accordingly, it is presently believed that PRO 1 1 86 
disclosed in the present application is a newly identified member of venom protein A and may share a related 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 198. In particular, cDNA encoding a PROl 198 
polypeptide has been identified and i solated, as disclosed in further detail in the Examples below. 

As far as is known, die DNA60622-1525 sequence encodes a novel factor ^g^M herein as 
PROl 198, However, using WU-BLAST2 sequence aHgrnncnr computer p ro gram s, some sequence identity 
with known proteins was found. 

117. PtalHemrtfa PRQ1158 Ptotvp^d^t 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 158. In particular, cDNA encoding a PROl 158 
polypeptide has been identified and isolated, as disclosed in 

The DNA60625-1507 clone was isolated from a human lung tumor tissue library. As far as is known, 
the DNA60625-1507 sequence encodes a novel factor designated herein as PROl 158. However, using WU- 
B LAST2 sequence alignment computer programs, some sequence identities with known proteins were shown. 

us. Bduaigft m>liS9 ifrtmptfte 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01159. In particular, cDNA encoding a PROl 159 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA60627- 1508 clone was isolated from a human peripheral blood granulocyte tissue library 
using a trapping technique which selects for nucleotide sequences encoding secreted proteins. Thus, die 
DNA60627-1508 done does encode a secreted fector. As fer as is known, the DNA60627-1508 sequence 
encodes * novel factor designated herein as PROl 159; using the WU-BLAST2 sequence alignment computer 
program, no sequence identities to any known proteins were revealed . 

119. Full-length PRQ1124 Pbtvnentides 
Tne present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO! 124. In particular, cDNA encoding a PROl 124 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 
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Using WU-B1^\ST2 sequence aUgmne^ ithasbeenfomKithatiM-lengthn^ 
sequence PR01124 (shown in Figure 274 and SEQ ID N0377) has amino add sequence identity with an 
epithelial chloride channel protein from bos taunts. PRO 1124 also has sequence identity with BGAM-1. 
Accordingly, it is presently believed that PR01124 disclosed in the present application is a newly identified 
cell membrane protein involved in communication of cells either through ton channels or cell adhesion 
molecules. 

120. Bflfcigsga Bflaag mmvn 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 1287. In particular, cDNA encoding a PR01287 
polypeptide has been identified and isolated,* . 

Using the WU-BLAST2 sequence alignment onnputer pro 
native sequence PR01287 (shown in Rgim 

the radical fringe protdn ton Callus gallus (GGU82088J). Accordingly, it is presendy believed that 
PRO 1287 disc lo sed in the present application is a newly identified fringe protein homolog and may possess 
activity typical of the fringe protein. 

121. FnlHcngth FRQ1312 Fblvncpdde* 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in die present application as PR01312. In particular, cDNA encoding a PROl 312 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-&LAST2 sequence alignment computer programs, some sequence identities with known 
proteins were revealed, but were determined not to be significant. Therefore, as for as is known, the 
DNA61873-1574 sequence encodes a novel transmembrane protein designated herein as PR01312. 

122. Bfljagft mam 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 192. In particular, cDN A encoding a PRO 11 92 
polypeptide has been identified and isolated, as disclosed in further detail in die Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a frll-leogth native 
sequence PROl 192 (shown in Figure 280 and SEQ ID NO:389) has amino acid sequence identity with trout 
PO-like glycoprotein (GBN12838 IP1). Accordingly, it is presendy believed that PROl 192 disclosed in the 
present application is a newly identified member of the myelin P0 glycoprotein family. 

123* FolHength FRO1160 MnEBflflB 
The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 160. In particular, cDNA encoding a PROl 160 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 
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The DNA62872-1509 clone wu isolated^ 
which sdects for nucleotide sequences encoding secreted proteins. Thus, the DNA6287M509 done does 
encode a secreted fector. As fer as is town, the DNAG2872-1509 sequence encodes anovd&ctor designated 
herein as PROl 1 60; using the WU-BLAST2 sequence alignment computer program, no significant sequence 
ideutMes to any known proteins were revealed* 

124. Rill-length FROU87 Ptotvpiytf fa 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to i* the present application as PROl 187, In particular, cDKA encoding a PROl 187 
polypeptide has been identified a^ 

As fir as is known, the DNA62876-1517 sequence encodes a novel fector designated herein as 
* PROl 187; using WU-BLAST2 sequence alignmet* computer programs, tin aigniffrent fffpjfnc* idrntiries to 
any known proteins were revealed* 

125. Mtteaga PFOH W Brinaflfa 

The present invention provides newly M^rtffM and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PROl 185. In particular, cDNA encoding a PROl 185 
polypeptide has been identified and isolated, as disclosed in further detail in die Examples below. 

As fcr as is known, the DNA6288M515 done encodes a novdfectorde^gnated herein as PROl 185; 
using WU-BLAST2 sequence alignment computer programs, no significant sequence identities to any known 
proteins were revealed. 

126. Full-length PRQ1345 Pntvnonti,^ 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO 1345. In particular, cDNA encoding a PRO 1345 
polypeptide has been identified and isolated, as disclosed in farther detail in the Examples below. 

Using die WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO 1 345 (shown in Figure 288 and SEQ ID NO : 403) has amino acid sequence identity with 
the C-type lectin homoiog precursor protein ofbos taurus (BTU22298 J). Accordingly, it is presently believed 
that PR01345 disclosed in the present application is a newly identified member of the C-type lectin protein 
femiry and may possess activity typical of that family or of the tetranectin protein in particular. 

127. Full-length PRQ1245 Polypeptide 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01245. In particular, cDNA encoding a PR01245 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA64884-1527 clone was identified using methods that selects for nucleotide sequences 
erKX)diiig secreted proteins. As far as is known, the DNA64884- 1 527 sequence encodes a novel secreted factor 
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i2& BjjHagMBcyajaanttttte 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01358. In particular. cDNA encoding a PR01358 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a rull-length native 
»*I«ncePR01358(showntaFig^ 

1. Accordingly, it is presently believed that PROl 358 disclosed in the present application is a newly identified 
member of the setpin family of serine protease inhibitors and may possess serine protease inhibition activity, 
„ protein calabolism inhibitory activity and/or be associated with regeneration of tissue. 

i2». wadss&IBawsJbiaatm 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01195. In particular, cDNA encoding a PROl 195 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fiill-length native 
sequence PROl 195 (shown in Figure 294 and SEQ ID NO:412) has amino add sequence identity with 
MMU28486 1, termed a proline rich acidic protein from Mus museums, locus MMU28486, Accession: 
U28486, database GBTRANS, submitted 06-JUN-1995 by John W. Kasik. Accordingly, it is presently 
believed mat PROl 195 disclosed in the present application is a newly identified member of this protein family. 

130. Full-length PRO1270 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PRO1270. In particular, cDNA encoding a PRO1270 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO1270 (shown in Figure 296 and SEQ ID NO:414) has amino acid sequence identity with 
me lectin protein (XLU86699 1) of Xenopus laevis. Accordingly, it is presently believed mat PRO1270 
disclosed in the present appUcatkm fa a newly identifkxl member of 
activity typical of that family. 

131. Byyamh prpi27* msema 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01271. In particular, cDNA encoding a PR01271 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 
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As fir as is known, the DNA663Q9-1S38 sequence encodes a novel factor designated herein as 
PR01271; using WU-BLAST2 sequence atigmnent computer programs, no significant sequence identities to 
any known proteins were revealed (results further described in die examples below). 

132. FnB-lemrth PRQ1375 Pblvi^d^, 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01375. In particular, cDNA encoding 1 PR01375 
polypeptide has been identified and isolated, u disclosed infill 

Using WU-BLAST2 sequence alignment amqnterprogi^ 
sequence PR01375 (shown in Figure 300 and SBQ ID NO:418) has amino acid sequence identity PUT2. 
Accordingly, it is presently beiieved that PRQ1373 disclosed in dm prew* applir»tirm h* f *t ifart oiw related 
M mechanism of PUTT. 

133. mfaBttJMiaiMgtt^ 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01385. In particular, cDNA encoding a PR01385 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

The DNA6886P4610 clone was Isolated from a human tissoo library using > trapping technique which 
selects for nucleotide sequences encoding secreted proteins. Thus, the DNA68869-1610 clone does encode 
a secreted factor. As far as is known, the DNA68869-1610 sequence encodes a novel factor designated herein 
as PR01385; using the WU-BLAST2 sequence alignment computer program, no significant sequence identities 
to any known proteins were revealed. 

134. EMMgjgft FROM! Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01387. In particular, cDNA encoding a PR01387 
polypeptide has been identified and isolated, as disclosed in further detail in the Examples below. 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01387 (shown in Figure 304 and SEQ ID NO:422) has amino acid sequence identity with 
the myelin pO protein proteinprecursor (MYPOJHETFR) . Accordingly, it is presently believed that PR01387 
disclosed in die present application is a oewly identified member of tte 
activity typical of that family. 

135. FuMength 7RQ1334 Polypeptides 

The present invention provides newly identified and isolated nucleotide sequences encoding 
polypeptides referred to in the present application as PR01384. In particular, cDNA encoding a PR01384 
polypeptide has been identified and isolated, as disclosed m further detail in the Examples below. 
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Using WU-BLAST2 sequence alignment computer programs, it has been found that a foll-length native 
sequence PR01384 (shown in Figure 3^ 

D (AFQ54819J; Dayhoff database, version 35.45 SwissProt 35). Accordingly, it is presently believed that 
PR01384 disclosed in the present application is a newly identified member of the NKG2 femily and may 
possess MHC activattanfinactivnticn activities typical of die NKG2 family. 

5 

In addition to the falHength native sequence PRO polypeptides described here^ 
that PRO variants can be prepared. PRO variants can be prepared by intro du c ing appropriate nucleotide 
changes into the PRO DNA, and/or by synfliesu of the desired PRO polypqrtide- Those skilled in the art will 
10 appreciate that amino acid changes may alter postrtranslational processes of the PRO, such as changing the 
« numb er or position of gtycosylatioa sites or altering the m e mbra ne anchoring characteristics. 

Variations in die native fuQ-length sequence PRO orb various domains of the PRO described herdn, 
can be made, for example, using any of the techniques and guidelines for conservative and noihconscrvative 
mutatio ns set forth, for instance, in U.S. Patent No. 5364,934. Variatknsmaybeasubstitutkm, ddetkmor 
15 insertion of one or more codons encoding the PRO that results in a change in the amino add sequence of the 
PRO as compared with the native sequence PRO. Optionally die variation is by substitution of at least one 
amino acid with any other amino acid in one or more of the domains of the PRO. Guidance in determining 
which amino acid residue may be inserted, subsdttttedor deleted without adversely 

may be found by comparing die sequence of the PRO with that of homologous known protein molecules and 
20 minimizing the number of amino acid sequence changes made in regions of high homology. Amino acid 
substitutions can be the result of replacing one amino acid with another amino acid having similar structural 
and/or chemical properties, such as the replacement of a leucine with a serine, i.e., conservative amino acid 
replacements. Insertions or deletions may optionally be in the range of about 1 to 5 amino acids. The variation 
allowed may be determined by systematically making insertions, deletions or substitutions of amino acids in 
25 the sequence and testing the resulting variants for activity exhibited by the full-length or mature native 
sequence. 

PRO polypeptide fragments are provided herein. Such fragments may be truncated at the N-terminus 
or C-terminus, or may lack internal residues, for example, when compared with a full length native protein. 
Certain fragments lack amino acid residues that are not essential for a desired biological activity of the PRO 
30 polypeptide. 

PRO fragments may be prepared by any of a number of conventional techniques. Desired peptide 
fragments may be chemically synthesized. An alternative approach involves generating PRO fragments by 
enzymatic digestion, e.g. , by treating the protein with an enzyme known to cleave proteins at sites defined by 
particular amino acid residues, or by digesting the DNA with suitable restriction enzymes and isolating the 
35 desired fragment Yet another suitable technique involves isolating and amplifying a DNA fragment encoding 
a desired polypeptide fragment, by polymerase chain reaction (PCR). Oligonucleotides that define the desired 
termini of die DNA fragment are employed at the 5' and 3* primers in the PCR. Preferably, PRO polypeptide 
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activity wllh the native PROpolypeptide disclosed 



h particular embodiments, conservative substitutions of interest are shown in Table 6 under me 
heatfing of preferred substitutions. If such substitutions result in a change to bfologfcd activity, then more 
suhattimtt changes, denomtn^ 

to amino acid classes, are introduced and the products screened. 



Table 6 
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leu; val; ile; ala; tyr 
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ala 


ala 


tfar 


thr 


ser 


ser 


tyr; phe 


tyr 


trp; phe; thr; ser 


phe 


ile; leu; met; phe; 


ala; norleucine 
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Ala (A) 
Arg <» 
, Asn(N) 
Asp (D) 
Cya(C) 
Qn(Q) 
Qhi(E) 
Cay(G) 
His 00 
Ho CO 

Leu (L) 

Lys 00 
Met CM) 

Phe (F) 

Pro CP) 

SerCS) 

Thr (T) 

TrpCW) 

Tyr(Y) 

ValCV) 



Substantial modifications in function or immunological identity of the PRO polypeptide are 
accomplished by selecting substitutions mat differ significantly in their effect on maintaining (a) the structure 
of the polypeptide backbone in the area of the substitution, for example, as a sheet or helical conformation, 
(b) the charge or hydrophobicity of the molecule at the target site, or (c) the bulk of the side chain. Naturally 
occurring residues are divided into groups based on common side-chain properties: 
CI) hydrophobic: norleucine, met, ala, val, leu, ile; 
(2) neutral hydrophilic: cys, ser, thr; 
C3) acidic: asp, glu; 

(4) basic: asn, gin, bis, rys, 

(5) residues mat influence chain orientation: gly, pro; and 

(6) aromatic: trp, tyr, phe. 
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Non-conservative substitutions will entail exchanging a member of one of these classes for another 
class. Such substituted residues abo may be introduced into the conservative substitution sites or, more 
preferably, into the remaining (noiwxmserved) sites. 

The variations can be made usiiig methods known to the art such 
directed) mutagenesis, alaniim scanning, ami PGR mutagenesis. St&4inc^imitageiiesis[(^ttereeaL,li^ 
AfilABa* J&4331 (1986); Zoltereial..Nud. AckfaRea.. 1Q:6487 (1987)), cassette mutagenesis [WeUs et 
aL y figcM315(1985)], restrk^nsclectionm Mflos.TW P. ^ London 5ferA 

312:413 (1986)] or other known techniques can be p^onned cm fliedcmedDNA to produce die PRO varto 
DNA. 

Scanning amino add analysis can also be employed to identify one or more amino adds along a 
contiguous sequence. Among the preferred scanning amino adds are relatively small, neutral amino acids. 
« Stochtttmoacids include alanine, glj^ serine, 
amino add among this group because it eliminates the 

alter the nannAain confonnatkm 108M085 (1989)]. 

Alanine is also typically preferred becMsc kkfon^wmnKmnn^ ^ Further, it is frequently found 
in both buried and exposed positions [Crdghtoa, TheProtetm (W.H. Freeman & Co., N.Y.); Chothia, ^ 
Md^fiL 130:1(1976)). If alani™ mh^ifntinn A** ^ yf»M ^A^p,^ «rrmiti ttf vnrinnt, an iflotcric amino 
add can be used. 

C. Modification? of PRO 

Covalent modifications of PRO are included within the scope of this invention. One type of covalent 
modification includes reacting targeted amino acid residues of a PRO polypeptide with an organic derivatizing 
agent that is capable of reacting with selected side chains or the N- or C- terminal residues of the PRO. 
Privatization with Afunctional agents is useful, for instance, for crosslinking PRO to a water-insoluble 
support matrix or surface for use in the method for purifying anti-PRO antibodies, and vice- versa. Commonly 
used crosslinking agents include. e.g.. l,l^is(diazoac^)-2i>henyl«hane, glutaraldehyde, N- 
hydroxysuccinimide esters, for example, esters whh 4~azidosalicylic acid, homobifunctional imidoesters, 
including disuccinimidyl esters such as 3,3 f -ditbiobis(succ^^ bifunctional maleimides such 

as biSnN-maleimido-l,8-octane and agents such as memyl-H(p.azidophenyl)dithio]prom 

Other modifications include deamidation of ghitaminyl and asparaginy] residues to the corresponding 
glutamyl and aspartyl residues, respectively, hydroxylaiion of proline and lysine, phosphorylation of hydroxyl 
groups ofseryl or threonyl residues, methylation of the a-amino groups of lysine, arginine, and histidine side 
chains (T.B, Creighton, Proteins: Structure and Molecular EttgEttifiS, W.H. Freeman & Co., San Francisco, 
pp. 79-36 (1983)], acetylation of the N-terminal amine, and amidation of any C-terminal carboxyl group. 

Another type of covalent modification of the PRO polypeptide included within the scope of this 
invention comprises altering the native glycosylate pattern of die polypeptide. "Altering the native 
glycosylate pattern" is intended for purposes herein to mean deleting one or more carbohydrate moieties 
found in native sequence PRO (either by removing the underlying glycosylate site or by deleting the 
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rivcosyhtkmbv chemical and/or enzymatic means), and/or adding one or more grycosylation sites that are not 
presert in the native sequence PRO. In addition, the phrase include* qualitative changes in the glycosylate 
of die native proteins, involving a change in the nature and proportions of the various carbohydrate moieties 
present. 

Addition of glycosylatkm sites to the PRO polypeptide may be accomplished by altering the amino 
add sequence. The alteration may be made, forexample, by the addition of, or substitution by, one or more 
serine or threonine residues to the native sequence PRO (for (Minked glycosylatkm sites). The PRO amino 
arid sequence may optionally be altered through changes at die DNA level, particularly by mutating the DNA 
encoding the PRO polypeptide at preselected bases such that codons are generated that will translate into the 
desired amino adds. 

Another means of increasing the number of carbohydrate moieties on the PRO polypeptide is by 
» c*emk*<*enrymatic Such methods are described in the art, o.g., 

in W087/Q533Qpublished 11 September 1987, and inAnlinand Wriston. CRCCrfr Rev. Biochem. pp. 259- 
3060981). 

Removal of cartxAydrate moieties present on tha PRO polypeptide «**y V> accomplished «»frmfriilly 
or eazymatically or bv mutational substitution of codons encoding for amino add residues that serve as targets 
for glycosylating Chemical deglycosylation techniques are known in the art and described, for instance, by 
Hafcfam d din , et aL, Arch, Bjochem, Biophy*,, 252:52 (1987) and by Edge et al.. Anal. Biochem^ Hg:131 
(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by the use of a variety 
of endo- and exo-glycosidases as described by Thotakura et al., Meth. Enzvmol. 13§:350 (1987). 

Another type of covalent modification of PRO comprises linking the PRO polypeptide to one of a 
variety of nonprotcinaceoiis polymers, e.g., polyethylene glycol (PEG), polypropylene glycol, or 
polyoxyaltytenes, in the manner set forth in U.S. Patent Nos. 4,640,835; 4,496,689; 4,301,144; 4,670,417; 
4,791,192 or 4,179,337. 

The PRO of the present invention may also be modified in a way to form a chimeric molecule 
comprising PRO fused to another, heterologous polypeptide or amino acid sequence. 

In one embodiment, such a chimeric molecule comprises a fusion of the PRO with a tag polypeptide 
which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is generally 
placed at the amino- or carboxyl- terminus of the PRO. The presence of such epitope-tegged forms of the PRO 
can be detected using an antibody against the tog polypeptide. Also, provision of the epitope tag enables the 
PRO to be readily purified by affinity purification using an anti-tag antibody o r another type of affini ty matrix 
that binds to the epitope tag. Various tag polypeptides and their respective antibodies are well known in the 
art. Examples include poly-histidine (poly-his) or poly-histidine-glycine (poly-his-gly) tags; the flu HA tag 
polypeptide and its antibody 12CA5 [Field et al., Mol, m„ &2159-2165 (1988)]; the c-myc tag and 
the 8F9, 3C7, 6B10, G4, B7 and 9E10 antibodies thereto [Evan et al.. Molecular and Cellular Biology. 
5:3610-3616 (1985)]; and the Herpes Simplex virus glycoprotein D (gD) tag and its antibody [Paborsky et al. , 
aEB^lBgteafafc 2(6):547~553 (1990)]. Other tag polypeptides include die Flag-peptide [Hopp et al., 
PjpTcclMQtogy, 6:1204-1210 (1988)]; die KT3 epitope peptide [Martin et al., Science . 25J;192-194 (1992)]; 
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an ^tubulin epitope peptide [Skinner et al., J. Biol. Cton. 266:15163-15166 (1991)]; and the T7 gene 10 
protein peptide tag [UfcFreyenmith et aL f Proc. Natl. Acad. Sri. USA. 32:6393^397 (1990)]. 

b an alternative embodiment, die chimeric molecule may comprise a fusion of die PRO with an 
immunoglobulin or a particular region of an innnnnoglobulin. For a bivalent form of the chimeric molecule 
(also referred to as an "immunoadhesin*), such a fusion could be to the Fc region of an IgO molecule. The 
5 Igfuatom preferably incfafc 

of a PRO polypeptide in place of at least one variable region within an Ig molecule. In a particularly preferred 
embodiment, the immunoglobulin feskm Includes the hinge, CH2 and OD, or die hinge, CHI, CH2 and CH3 
regions of anlgGl molecule. For the production of immunoglobulin fusions see also US Patent No. 5,423, 130 
issued June 27, 1995. 

10 

M D. fteparatfpa <rffB,Q 

The description below relates primarily to production of PRO by culturing cells transformed or 
ttaasftcted withavectPrcai]^ It is, ofcourse, contemplated that alternative methods, 

which are well known in the art, may be employed to prepare PRO. For instance, the PRO sequence, or 

15 portions thereof, may be produced by direct peptide synthesis using soM^ 

et gQl&tfaaa JfrfMl Snftafe w u — * Co , San Francisco, CA (1969); Merrifield, J- Am. 
Chem, Soc. 8J-.2149-2154 (1 963)1 . vitro protein synthesis may be performed using manual techniques or 
by automation. Anmmntrrf synthesis nay ha aggntnpiigtiM t far instance, ™ng m Applifd Btosystrms Peptide 
Synthesizer (Foster City, CA) using manufacturer's instructions. Various portions of die PRO may be 

20 chemically synthesized separately and combined using chemical or enzymatic methods to produce the full- 
length PRO. 

1. Isolation of DNA Encoding PRO 
DN A encoding PRO may be obtained from a cDNA library prepared from tissue believed to possess 
25 the PROmRNA and to express it at a detectable level. Accordingly, human PRO DNA can be conveniently 
obtained from a cDNA library prepared from human tissue, such as described in die Examples. The PRO- 
encoding gene may also be obtained from a genomic library or by known synthetic procedures (e.g., automated 
nucleic acid synthesis). 

Libraries can be screened with probes (such as antibodies to die PRO or oligonucleotides of at least 
30 about 2030 bases) designed to identify the gene of interest or the protein encoded by it Screening the cDN A 
or genomic library with die selected probe may be conducted using standard procedures, such as described in 
Sambrooket al.. Molecular Cloning: A Laboratory Manual (New York: Cold Spring H*,W I *hnr*t™y Pr»«« 
1989). An alternative means to isolate the gene encoding PRO is to use PGR methodology [Sambrook et al. , 
m& Dieffenbach et al., PCR Primer: A Laboratory Manual (Cold Spring Harbor Laboratory Press, 1995)]. 
35 The Examples below describe techniques for screening a cDNA library. The oligonucleotide 

sequences selected as probes should be of sufficient length and sufficiently unambiguous that felsc positives 
are minimized. The oligonucleotide is preferably labeled such that it can be detected upon hybridization to 

375 



WOM/73454 



PCT/US0MK439 



DNA in fce library being screened Methods of labeling are well known in the art, and include the use of 
radiolabds like *P4abeled ATP, biotinylation or enzyme labeling. Hybridization conditions, including 
moderate stringency and high stringency, are provided in Sambiooket fiSBft* 

Sequences identified in such library screening methods can be compared airi 
sequences deposited and available in pubte 
5 Sequence idcatity(at cither the amino add or incleotidBleveO within defined 

the full-length sequence can be determined using methods known in the art and as described herein. 

Nudek add having protein codkg sequence m^ 
libraries using the deduct amino add sequent and. if necessary, using 

conventional primer extension procedures as described in Sambrook et al., §ugQ» to detect precursors and 
10 processing inlennediates of mRNA that may not 

Best cells aretransfixtedortransfbened^rifliejcpressiiM or cloning vectors described herein for PRO 
pjodnctiop and i*y?ft iirwf in c ofl y emlo flal nutrient media caodifl cd as appropriate for indocmg promoters, 
15 selecting tt ansfb n n an ts, at am p lif ying the genes enc oding the desired sequences. The culture conditions, such 
as media, temperature, pH and the like, can be selected by the skilled artisan without u^ 
In general, principles, protocols, and practical techniques for maximizing the productivity of cell cultures can 
be found in Mgnwnah^ QH Bfoftcta»olpgv; g ftag&fil AlMPfifll, M. Butler, ed. (JRL Press. 1991) and 
Sambrook etaL. supra . 

20 Methods of eukaryotic cell transfection and prokaryotic cell transformation are known to the ordinarily 

skilled artisan, for example, CaCl 2 , CaP0 4 , liposome-mediated and electroporation. Depending on the host 
cell used, transformation is performed using standard techniques appropriate to such cells. The calcium 
treatment employing calcium chloride, as described in Sambrook et al . , supra, or electroporation is generally 
used for prokaryotes. Infection with Agrobaderium tumefadens is used for transformation of certain plant 

25 cells, is described by Shaw et al.. Gene, 23315 119831 and WO 89/05859 published 29 June 1989. For 
mammalian cells without such ceil walls, die calcium phosphate precipitation method of Graham and van der 
Eb, Virology. 52:456-457 (1978) can be employed. General aspects of mammalian cell host system 
transactions have been described in U.S. Patent No. 4,399,216. Transformations into yeast are typically 
carried out according to the method of Van Solingen et al.. J. Back. 130:946 (1977) and Hsiao et al., Proc. 

30 Nag. Acad. ScL rtJSAl 76:3819 (1979). However, other methods for introducing DNA into ceils, such as 
by nuclear microinjection, electroporation, bacterial protoplast fusion with intact cells, or polycations, e.g., 
polybrene, polyornithine, may also be used. For various techniques for transforming mammalian cells, see 
Keownet al. , Methods in Enzvmologv. 185:527-537 (1990) and Mansour et al. , Nature , 336:348-352 (1988). 
Suitable host cells for cloning or expressing die DNA in the vectors herein include profcaryote, yeast, 

35 or higher eukaryote cells. Suitable prokaryotes include but are not limited to eubacteria, such as Gram- 
negative or Gram-positive organisms, for example, Enterobacteriaceae such as E. coU. Various B.c6& strains 
are publicly available, such as E. cott K12 strain MM294 (ATCC 31,446); E. coti X1776 (ATCC 31,537); 
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B. a* strain W31 10 (ATOC 27325) and K5 772 (ATCC 53,635). Other suitable pcokaryodc host cells 
include Bntetohacteriaceao such ^Escherichia, e.g M & coB 9 Enterobacter, Erwmia, Klebsiella Proteus. 

1989), Pseudomonas such as P. aeruginosa* and Strcptamyces. These examples are illustrative rather than 
5 limiting. Strain W31 10 is one particularly prefer^ 

recombinant DNA product fermentations. Preferably, the host cell secretes minimal amounts of proteolytic 
enzymes. Fdr example* strain W3H0 may be modified to effect a genetic mutation in the genes encoding 
proteins endogenous to the host, with examples of such hosts inch^ 

the complete genotype tend ;& cctfW31 10 strain 9E4, which has to ptr3;Kco8 

10 W3n0*ram27C7(ATCC55^)^ (argF-tac)169 
M degPcopTkaif; E. a>tf W3 110 strain 37D6, which has tte complete genotype tonAptrtphoARlS (argF- 
loc)m degP ompT rbs7iM}karf;EcoUmU0 strain 40B4, which U strain 37D6 with a wm-kananydn 
u tafatm degP deletion mutation; and an & colt strain having mutant perjphwmic protease disclosed in UJS» 
PWent No. 4,946,783 issued 7 August 1990. Alternatively, wvtou methods of ctoning, e.g., PGR or other 

15 nucleic add polymerase reactions, are suitable. 

hi addition to prokaiyot^cnkaryote 
or expression hosts for PROencoding vectors. Saccharomyces cmvislae is a commonly used lower 
eufcaryotic host microorganism. Others include Sduzasaccharomvcespombe (Beach and Nurse. Nature. 290: 
140 [1981]; EP 139,383 published 2 May 1985); KJuyvervmyces hosts (U.S. Patent No. 4,943.529; Fleer et 

20 al.. Bio/Technology. 9:968-975 (l<m\\ such as. g K bvtis (MVJQfUtT. HK^I MUlld- 1 ouvencourt 

et al., J. BacterioL . 154(2):737-742 [1983D. K. ftngilis (ATCC 12,424). K. bulgaricus (ATCC 16,045), K. 
wickeramii (ATCC 24,178), K. wa&U (ATCC 56,500), K. drosophilarum (ATCC 36,906; Van den Berg et 
al., Bio/Technologv. 8:135 (1990)), JL thermotolerons, and K. marxiams; yarrowia (EP 402,226); Pichia 
pastoris (EP 183,070; Sreekrishna et al., J. Basic Microbials 28:265-278 [1988D; Candida; Trichoderma 

25 reesia (BP 244,234); Neurospora crassa (Case et al., Proc Natl. Acad. ScL USA . 76:525M263 [1979D; 
Schwanniomyces such as Schwanniomyces ocddentaUs (EP 394,538 published 31 October 1990); and 
filamentous fungi such as, e.g. , Neurospora, Penidllium, TotypockuUum (WO 91/00357 published 10 January 
1991), wdAsoenillus hosts such asd. jilddfcro Bionhvs. Res. Commun.. 112:284- 

289 [1983]; Ttlhum et al., Qsssu 26:205-221 [1983]; Yelton et al., Pmc. Natl. Acad. ScL USA. 81: 1470- 

30 1474 [1984]) andi4. n/g«r (Kelly and Hynes, EMBOJ.. 4:475-479 [1985©. Methylotropic yeasts are suitable 
herein and include, but are not limited to, yeast capable of growth on methanol selected from the genera 
consisting of Hansenula, Candida, Kloeckera, Pichia, Saccharomyces, Torulopsis, and Rhodotorula. A list 
of specific species that are exemplary of this class of yeasts may be found in C. Anthony, The Biochemistry 
QfMeftvlOttWta, 269(1982). 

35 Suitable host cells for die expression of glycosylated PRO are derived from nmiiyicyHular organisms. 

Examples of invertebrate cells include insect cells such as Drosophila S2 and Spodoptera S©> as well as plant 
cells. Examples of useful mammalian host cell lines include Chinese hamster ovary (CHO) and COS cells. 
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hfore^ed&eacan^les include mmk^lidiie^CVl ^transfbrmedby SV40(COS-7, ATCCCRL 1651); 
humaenbryonk kidney line (2M 

UlHLBnL 36:59 0977)); Chinese hamster ovary cehV-DHFR (CHO, Urlaub and Chasm, Proc. Natt 
^Sftm 77:4216 < 19 *9* mouse Sertoli cells (TM4, Mather, Biol. Renrod.. 23.243-251 (1980)); 
lmman tang celb(W138,ATtXCCL 75); human livtr^ 
(MMT060562.ATCCCCL51). Tl»setak»oluteapptoj*riatoh^^ 
the ait. 



Selection md ll» of, P^H^hU 
The nucleic acid (eg., cDNA or genomic DNA) encoding PRO may be inserted into * replicable 
vector ft* cloning (ampllficatioooft^^ Varies vecton are publicly available. The 

• ^^n^.^.cnniple. beta die fb^ The appropriate 

«etefcaddse*ieneeiiiayta In general, DNA is inserted 

mmmappioiiriiteiestrictta Vector eomponeote 

generally include, but am not limited to, oiie or inoio of osign^ 

inore matter genes, an enhancer eleme^ Constmction 
°f**abte vectors coritam^ 
are known to die skilled artisan. 

The PRO may be produced recombinantty not only directly, but also as a fusion polypeptide with a 
heterologous polypeptide, which may be a signal sequenw or other i»l^ 

at theN-terminus of the mature protein or polypeptide. In general, the signal sequence may be a component 
of the vector, or it may be a part of the PROencoding DNA that is inserted into the vector. The signal 
sequence may be a prokaryotie signal sequence selected, for example, from the group of the alkaline 
phosphatase, penicillinase, lpp, or beat-stable enterotoxin II leaders. For yeast secretion the signal sequence 
inay be. e.g.. the yeast taveitaseleadw 

factor leaders, the latter described in U.S. Patent No. 5.010,182). or add phosphatase leader, the C albicans 
glucoanrylase leader (BP 362.179 published 4 April 1990). or the signal described in WO 90/13646 published 
15 November 1990. In mammalian cell expression, mammalian signal sequences may be used to direct 
seoetkm of the protein, such as agtialse^ 
as wed as viral secretory leaders. . 

Bom expresskm and cloning ve^ 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
The origin of replication from the plasmidpBR322 is suitable for most Gram-negative bacteria, the 2 M plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus. VSV or BPV) are useful 
for cloning vectors in mammalian cells. 




Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g. , ampicillin, 
neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies, or (c) supply critical 
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nutrients not available from complex media, eg. f the gene encoding D-alanine racemase fix BacUU. 

Anexamplcof suitable selectable iMtofer fMmmifan ^ are those ftat enable the klentificarion 
of ceus competent to take up the PROeocoding nucleic acid, such as DHFR or thymidine kinase. An 
appropriate host cell when wild-type DHFR b employed b the CHQ cell line deficient in DHFR activity, 
prepared and propagated as described by Urlaub et aL. Pmc. Nail. Acad. Srf. USA. 77-d2ifi {loany a 
suitable selection gene for use in yeast istteftpl gene present in the yeast plasmkl Yttp? [SrinrjyAmh ^ a | 
tim& 28239 (197$); Kngsmanet at, Gene, 7:141 (1979); Tschemper et aL 9 Gm. 10:157 (1980)]. Use 
trpl gene provides a selection marker for a mutant strain of yeast lacking the ability to grow in tryptophan, 
for example, ATCC No. 44076 or PEP4-1 Pones, Genetic*. 85:12 (1977)). 

Expression and cloning vectors usually contain a promoter operably linked to the PROencoding 
nucleic acid sequence to direct mRN A synthesis. Promoters recognized by a variety of potential h os t cells are 
weDknown. Promoters suitable for use with prokaiyotfohos* 
By*ttas[Chaigctal.,lft^ 

a tryptophan (tip) promoter system [Goeddd f Hff^AfHffPfff,i 8:4057 (198% BP 36.7761, and hybrid 
promoted such as the tac promoter [deBocretal., Proc Nad. Acad. ScL USA. 8031-23 (1983)1^ Promoters 
for use in bacterial systems also will contain a Shine-Dalgarno (S.D.) sequence operably linked to the DNA 
encoding PRO. 

Examples of suitable promoting sequences for use with yeast hosts include the promoters for 3- 
phoghogfrcerate kinase HBtzemanct aL, J. Biol. Chem. 255:2073 (1980)] Ctfodicrglycc^ enzymes plea 
et aL, J, Ady t Enzyme feg., 7:149 (1968); Holland, Biochemistry . 17:4900 (1978)], such as enolase, 
glyceraldehyde-3-phosphate dehydrogenase, hexokinase, pyruvate decarboxylase, phosphofructokinase, 
glucose-6-phosphate isomerase, 3-phosphoglycerate mutase, pyruvate kinase, triosephosphate isomerase, 
phosphoglucose isomerase, and glucokinase. 

Other yeast promoters, which are inducible promoters having the additional advantage of transcription 
controlled by growth conditions, are the promoter regions for alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes associated with nitrogen metabolism, mctallothioncin, glyceraldefayde-3- 
phosnhate dehydrogenase, and enzymes responsible for maltose and galactose utilization. Suitable vectors and 
promoters for use in yeast expression are further described in EP 73,657. 

PRO transcription from vectors in mammalian host cells is controlled, for example, by promoters 
obtained from die genomes of viruses such as polyoma virus, fowlpox virus (UK 2,2 1 1 ,504 published 5 July 
1 989), adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, a 
retrovirus, hepatitis-B virus and Simian Virus 40 (SV40), from heterologous numrnmHan promoters, e.g., foe 
act in promoter or an immunoglobulin promoter, ami from heat-shock promoters, provided such promoters are 
compatible with the host cell systems. 

Transcription of a DNA encoding the PRO by higher eukaryotes may be increased by inserting an 
enhancer sequence into the vector. Enhancers are cis-acting elements of DNA, usually about from 10 to 300 
bp, that act on a promoter to increase its transcription. Many <*nhanr*r sequences are now known from 
mammalian genes (globin, elastase, albumin, a-fetoprotein, and insulin). Typically, however, one will use 
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an enhancer from a eukaryotic cdl virus. Examples include the SV40 enhancer on the late side of the 
replication origin (bp 100-270), the cytomegalovirus eartypxomow 

late side ofthe replication origin, and adenoviral enhancers. Hie enhancer may bo spliced into the vector at 
a position 5* or 3* to the PRO coding sequence, but is preferably located at a site 5' from the promoter. 

Expression vectors used in eukaryotic host cells (yeast, fungi, insect, plant, animal, human, or 
5 nucleated ceils from other multicellular organisms) will also contain sequences necessary for the termination 
of transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5 9 and, 
occasionally 3% untranslated regions of eukaryotic or viral DNAa or cDNAa. These regions contain nucleotide 
segments transcribed as potyadenylated fragments in the untranslated portion of die mRNA encoding PRO. 
Stfll other methods, vectors, and host cells suitable for adaptation to the synthe sis of PRO in 
10 reocmftlnart vertebrate ccflcaltn^ 

M MaflBfc 281:40-46 (1979); BP 117,060; and EP 117,058. 

Gene amplification and/or expression may be measured in a sample directly, for example, by 
IS conventional Southern blotting. Northern blotting to quantitate die transcription of mRNA fThomas. Proc. Nad . 
AcacLScL USA- 77:5201-5205 (1980)], dot blotting (DNA analysis), or in situ hybridization, using an 
appr o pr iately labeled probe, based on die sequences provided herein. Alternatively, antibodies may be 
employed that can recognize specific duplexes, including DNA duplexes, RNA duplexes, and DNA-RNA 
hybrid duplexes or DNA-protein duplexes. The antibodies in turn may be labeled and the assay may be carried 
20 out where die duplex is bound to a surface, so that upon the formation of duplex on the surface, the presence 
of antibody bound to the duplex can be detected. 

Gene expression, alternatively, may be measured by immunological methods, such as 
immunohistochemical staining of cells or tissue sections and assay of cell culture or body fluids , to quantitate 
directly the expression of gene product. Antibodies useful for immunohistocfaeinical staining and/or assay of 
25 sample fluids may be either monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, 
the antibodies may be prepared against a native sequence PRO polypeptide or against a synthetic peptide based 
on the DNA sequences provided herein or against exogenous sequence fused to PRO DNA and encoding a 
specific antibody epitope. 

30 5/ Bgitefein££Blm^fe 

Forms of PRO may be recovered from culture medium or from host cell lysates. If membrane-bound, 
it can be released from die membrane using a suitable detergent solution (e.g. Triton-X 100) or by enzymatic 
cleavage. Cells employed in expression of PRO can be disrupted by various physical or chemical means, such 
as fiteze-thaw cycling, sonication, mechanical disruption, or cell lysing agents. 

35 It may be desired to purify PRO from recombinant cdl proteins or polypeptides. The following 

procedures are exemplary of suitable purification procedures: by fractionation on an ion-exchange column; 
ethanol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such as 
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DEAB; ctownatofbcusing; SDS-PACB; ammonium sulfate precipitation;* gel filtration using, for example, 
Sephadex G-75; protein A Sepharose columns to remove contaminants such as IgG; and metal delating 

columns to bind epitop*tagged forms of the PRO. Various methods of protein pcrificatkmmaybecnqiloyed 

» 

and sucft m ethods are known in the art art 182 
Q990>: Scones, Protein PurifScaticm: Principles and Practice frriager-Vcrlag, New York (19821. The 
5 purification step(s) selected will depend, tor example, on the nature of the production process used and the 
particular PRO produced. 

B-UmftrPRQ 

Nucleotide sequences (or their complement) encoding PRO have various applications in the art of 

10 molecular biology, including uses as rrybridization probes, in chromosome and gene mapping and in the 
* generation of anti-sense RNA and DNA. PRO nucleic add will also be useful for the preparation of PRO 
poiyp^Miocs oy me leeopmnMni iecnm<jnes oescnoea nerem. 

The fulHength native sequence PRO gene, or portions thereof, may boused as hybridization probes 
for a cDNA library to isolate the full-length PRO cDNA or to isolate still other cDNAs (for instance, those 

15 encoding naturally-occurring variants of PRO or PRO from other species) whkb have a desired sequence 
identity to the native PRO sequence disclosed herein. Optionally, the length of the probes will be about 20 to 
about SO bases. The hybridization probes may be derived from at least partially novel regions of the full length 
native nucleotide sequence wherein those regions may be determined without undue experimentation or from 
genomic sequences including promoters, enhancer elements and introns of native sequence PRO. By way of 

20 example, a screening method will comprise isolating the coding region of the PRO gene using the known DNA 
sequence to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled by a variety 
of labels, including radionucleotides such as n P or *S, or enzymatic labels such as alkaline phosphatase 
coupled to the probe via avidin/biotin coupling systems. Labeled probes having a sequence complementary 
to that of the PRO gene of the present invention can be used to screen libraries of human cDNA, genomic 

25 DNA or mRNA to determine which members of such libraries the probe hybridizes to. Hybridization 
techniques are described in further detail in the Examples below. 

Any EST sequences disclosed in the present application may similarly be employed as probes, using 
the methods disclosed herein. 

Other useful fragments of the PRO nucleic acids include antisense or sense oligonucleotides 

30 comprising a singe-stranded nucleic acid sequence (either RNA or DNA) capable of binding to target PRO 
mRNA (sense) or PRO DNA (antisense) sequences. Antisense or sense oligonucleotides, according to the 
present invention, comprise a fragment of the coding region of PRO DNA. Such a fragment generally 
comprises at least about 14 nucleotides, preferably from about 14 to 30 nucleotides. The ability to derive an 
antisense or a sense oligonucleotide, based upon a cDNA sequence encoding a given protein is described in, 

35 for example, Stein and Cohen (Cancer Res. 48:2659, 1988) and van der Krol et al. (BioTechniques 6:958, 
1968). 
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Binding of antisense or sense oUgonockoddettota^ 
of duplexes that block transcription or translation of the target sequence by one of several means, including 
enhaixxd degradation of the otylcxea,p 

The antisense oligonucleotides thus may be used to block expression of PRO proteins. Antisense or sense 
oligonucleotides farther comprise oligonucleotides having modified sugar^h^hodiesterbacldboiKs (or other 
sugar linkages, such as those described in WO 91M6629) and wherein such sugar linkages are resistant to 
endo g enous n ucleases. Such oligonucleotides wito resistant sugar linkages are stable in vivo (Le., capable of 
resisting enzymatic degradation) but retain sequence specificity to be able to bind to target nucleotide 

Other examples of sense or antisense oligonucleotides include those oligonucleotide* which axe 
covakctry linked to organic moieties, such as those described in WO 90/10048, and other moieties tint 
increases affinity ofteoUgomJcleotide 
intercalating agents, such as effl^ ^ 
antisense oUgfmnrieotidesto 

Antisense or sense oligo nu cleotides may be introduced into a cell containing the target nucleic add 
sequence by any gene transfer method, including, for example, CaPO^mediated DNA transfectkm, 
ekctroporation, or by using gene transfer vectors such as Epstein-Barr virus. In a preferred procedure, an 
antisense or sense oligonucleotide is inserted into a suitable retroviral vector, A cell containing the target 
nucleic acid sequence is contacted with the recombinant retroviral vector, either in vivo or ex vivo. Suitable 
retroviral vectors include, but are not limited to. those derived from the murine retrovirus M-MuLV, N2 (a 
retrovirus derived from M-MuLV), or the double copy vectors designated DCT5A, DCT5B and DCT5C (see 
WO 90/13641). 

Sense or antisense oligonucleotides also may be introduced into a cell containing the target nucleotide 
sequence by formation of a conjugate with a ligand binding molecule, as described in WO 91/04753. Suitable 
ligand binding molecules include, but are not limited to, cell surfece receptors, growth fectors, other cytokines, 
or other ligands that bind to cell surface receptors. Preferably, conjugation of the ligand binding molecule does 
not substantially interfere with the ability of die ligand binding molecule to hind to its corresponding molecule 
or receptor, or block entry of the sense or antisense oligonucleotide or its conjugated version into the cell. 

Alternatively, a sense or an antisense oligonucleotide may be introduced into a cell containing the 
target nucleic add sequence by formation of an oligonucleotide-lipid complex, as described in WO 90/ 1 0448. 
The sense or antisense ol igomicleotide-lipid complex is preferably dissociated within the cell by an endogenous 
lipase. 

Antisense or sense RN A or DNA molecules are generally at least about 5 bases in length, about 10 
bases in length, about 15 bases in length, about 20 bases in length, about 25 bases in length, about 30 bases 
in length, about 35 bases in length, about 40 bases in length, about 45 bases in length, about 50 bases in length, 
about 55 bases in length, about 60 bases in length, about 65 bases in length, about 70 bases in length, about 
75 bases in length, about 80 bases in length, about 85 bases in length, about 90 bases in length, about 95 bases 
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in length, about 100 bases in length, or more. 

Tl* probes may also be employed^ 
of closely rdatcd PRO coding sequences. 

Niclto ri d ft^ Btn c ca encoding 
the gme whkh encodes that PRO and for the genetic analysis of individuals with genetic disorders. The 
nu cl e otide sequences provided herein may be mapped to a chromosome and specif 
using known techniques, such as In situ hybridization, linkage analysis against known chromosomal markers, 
and hybridization screening with libraries. 

When the coding sequences for PROe^ 
the PRO is a receptor) , the PRO can be used in assays to identify the other proteins or molecul es involved in 
the binding interaction. By such methods, inhibitors of the receptor/ligand binding interaction can be 
M identified Proteins involved in such binding interactions can also be used to screen for peptide or small 
molecule inhibitors or agonists of the binding interaction. Also, the receptor PRO can be used to isolate 
correlative ligand(s). Screening assays can be designed to find lead compounds that mimic the biological 
activity of a native PRO or a receptor for PRO. Such screening assays wiU include assays amenable to high- 
throughput screening of chemical libraries, malting them particularly suitable for identifying small molecule 
drug candidates. Small molrailea contemplated inchyfo synthetic nrgatiie nr hmrpffite r^po^t i The assays 
can be performed in a variety of formats, including protein-protein binding assays, biochemical screening 
assays, immunoassays and cell based assays, which are well characterized in the art 

Nucleic acids which encode PRO or it? modified forms can also be used to generate either transgenic 
animals or "knock out" animals which, in turn, are useful in the development and screening of therapeutically 
useful reagents . A transgenic animal (e. g. , a mouse or rat) is an animal having cells that contain a transgene, 
whkh transgene was introduced into the animal or an ancestor of the animal at a prenatal , e.g., an embryonic 
stage. A transgene is a DNA which is integrated into die genome of a cell from which a transgenic animal 
develops. In one embodiment, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 
accordance with established techniques and the genomic sequences used to generate transgenic *«"wffl f i thai 
contain cells which express DNA encoding PRO. Methods for generating transgenic animals, particularly 
animals such as mice or rats, have become conventional in the art and are described, for example, in U.S. 
Patent Nos. 4,736,866 and 4,870,009. Typically, particular cells would be targeted for PRO transgene 
incorporation with tissue-specific enhancers. Transgenic animals that include a copy of a transgene encoding 
PRO introduced into the germ line of die animal at an embryonic stage can be used to examine the effect of 
increased expression of DNA encoding PRO. Such animals can be used as tester animals for reagents thought 
to confer protection from, for example, pathological conditions associated with its overexpression. In 
accordance with this facet of the invention, an animal is treated with the reagent and a reduced incidence of 
the pathological condition, compared to imtwmteH animals bearing the transgene, would indicate a potential 
therapeutic intervention for die pathological condition. 

Alternatively, non-human homologues of PRO can be used to construct a PRO "knock out" animal 
which has a defective or altered gene encoding PRO as a result of homologous recombination between the 
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endogenous gene encoding PRO and aimed genomic DNA encoding PRO introduced into an embryonic stein 
cell of fe animal. For example, cDNA encoding PRO can be used to done genomic DNA encoding PRO in 
ai r nn h n c c with established techniques. A portion of the genomic DNA encoding PRO can be deleted or 
replaced with another gene, such as a gene encoding a selectable marker which can be used to monitor 
integration. Topically, several kilobascs of unaltered flanking DNA (both at the 5' and 3' ends) are included 
in the vector [see e,g., Thomas and Capecchi, Cell. 51:503 (1987) for a description of homologous 
recombination vectors]. The vector is introduced into an embryonic stem cell line (e.g., by electroporadon) 
andedb in which the introduced DNA has hornologoasly recombined with the endogenous DNA are selected 
[see e.g., Li ct al., ^ 69:915 (1992)]. The selected cells are then injected into a blastocyst of an animal 
(«•*•• * mouse or rat) to form aggregation chimeras [see e.g., Bradley, in Tantocardnomas and Embryonic 
Sum Cells: A Practical Approach* B. J. Robertson, cd* (IRL, Oxford, 1987), pp. 113-1521. A chimeric 
embryo can then be implanted into a suitable pseodopregnatt 
term to create a "knock ouf animaL Progetrj harboring the bomol^^ 
cdb can be identified by standard techniques aal used to breed ammab in which an cella of 
the homologously recombined DNA. Knockout anhnals can be characterized for instance, for their abiUty to 
defend against certain pathological conditions and for their development of pathological conditions due to 
absence of the PRO polypeptide. 

Nucleic acid encoding the PRO polypeptides may also be used in gene therapy. In gene therapy 
applications, genes are introduced into cells in order to achieve in vivo synthesis of a therapeutically effective 
genetic product, for example for replacement of a defective gene. "Gene therapy* includes both conventional 
gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene therapeutic 
agents, which involves the one time or repeated administration of a therapeutical ly effective DNA or mRNA . 
Antisense RN As and DN As can be used as therapeutic agents for blocking the expression of certain genes in 
vivo, ft has already been shown that short antisense oligonucleotides can be imported into cells where they act 
as inhibitors, despite their low intracellular concentrations caused by their restricted uptake by die cell 
membrane. ffiamecnik^aL. Proc. NatL Acad. ScL USA 83:4143-4146 flflKp. The oligonucleotides can 
be modified to enhance their uptake, e.g. by substituting their negatively charged phosphodiester groups by 
uncharged groups. 

There are a variety of techniques available for introducing nucleic acids into viable cells. The 
techniques vary depending u^ 

in the cells of the intended host Techniques suitable for the transfer of nucleic acid into mammalian cells in 
vitro include the use of liposomes, electroporadon, microinjection, cell fusion, DEAE-dextran, the calcium 
phosphate precipitation method, etc. The currently preferred in vivo gene transfer techniques include 
transaction with viral (typically retroviral) vectors and viral coat protein-] iposome medi ated transection (Dzau 
et «L, Trends in Biotechnology 1 1 , 205-210 f In some situations it is desirable to provide the nucleic 

acid source with an agent that targets the target cells, such as an antibody specific for a cell surface membrane 
protein or the target cell, a ligand for a receptor on the target ceil, etc. Where liposomes are employed, 
proteins which bind to a cell surface membrane protein associated with endocytosis may be used for targeting 
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and/or to facilitate uptake, e.g. capsid proteins or fragments thereof 

for proteins which undergo fatf^ttr^^ inryeKng, proteins riiitt #>fgi>» intracellular fr^Wmfcm urn 1 mhairft 
intracellular half-life. The technique of receptor-mediated eado^ 

at. I BtiL dm 262, 44294432 (1987); aid Wagner et aL, Pme Nnri ffi^ ^ g7. 3410-3414 

(1990). fta review of gene marking and gene tl*^ 

(199?K 

The PRO polypeptides described herein may also be employed as «mWni»r weigh! markers for 
protein electrophoresis purposes and die isolated nucleic add sequences may be used for roeombinantly 
expressing those markers. 

The nucleic acid molecules encoding the PRO p^pq^ddes^firagme^thefeofdescribed herein are 
nsefol foe chromosome Identification. In this regard, there exists anongoi^ 
markers, since relatively few chromosome marking rtag 
available. EachraOmjdefcaddmokculeof ^ 

TbePlM> polypeptides attl n n^ 
typing, wherein die PRO polypeptides of die present invention may be differentially expressed in one tissue 
as compared to another, PRO nucleic acid molecules will find use for generating probes for PGR, Northern 
analysis. Southern analysis and Western analysis. 

The PRO polypeptides described herein may also be employed as therapeutic agents. The PRO 
polypeptides of the present invention can be formulated according to known methods .to prepare 
pharmaceutical^ useful compositions, whereby the PRO product hereof is combined in admixture with a 
pharmaceutical^ acceptable carrier vehicle. Therapeutic formulations are prepared for storage by mixing the 
active ingredient having the desired degree of purity with optional physiologically acceptable carriers, 
exdpients or stabilizers Remington's Pharmaceutical Sciences 16th edition. Qsol A. Ed. (1980)), in the form 
of lyophilized formulations or aqueous solutions. Acceptable carriers, excipients or stabilizers are nontoxic 
to recipients at the dosages and concentrations employed, and include buffers such as phosphate, citrate and 
other organic acids; antioxidants including ascorbic add; low molecular wdght (less than about 10 residues) 
polypeptides; proteins, such as serum albumin, gelatin or immunoglobulins; hydrophOic polymers such as 
polyvinylpyrrolidone, amino acids such as glycine, glutamine, asparagine, arginme or lysine; monosaccharides, 
disaocharides and other carbohydrates tnrfudi^g glucose, martnose, or dextrin*; rotat ing agents such as 
EDTA; sugar alcohols such as marmitol or sorbitol ; salt-forming counterfoils such as sodium; and/or nonionic 
surfactants such as TWEEN™, PLURONICS™ or PEG. 

The formulations to be used forte vivo This is readily accomplished 

by filtration through sterile filtration membranes, prior to or following lyophilization and reconstitution. 

Therapeutic compositions herein generally are placed into a container havinga sterile access port, for 
example, an intravenous solution bag or vial having a stopper pierceable by a hypodermic injection needle. 

The route of administration is in accord with known methods, e.g. injection or infUsion by 
intravenous, intraperitoneal, intracerebral, intramuscular, intraocular, intraarterial or intraleskmal routes, 
topical administration, or by sustained release systems. 
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Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may 
vary depe n ding on the particular use envisioned The determination of the appropriate dosage or route of 
ad mMst r aU on is well within the skill of an ordinary physician. Animal experiments provide reliable guidance 
far the dete rminatio n of effective doses for human therapy. Interspecies scaling of effective doses canbe 
perfotmcd following the principles laid down by Mordenti, J. and Chappell, W. "The use of interspecies 
scatty in toxicokinetics' In Toxicokinetics and New Drug Development, YacoMetal., Eds., Pergamon Press, 
New Ye* 1989, pp. 42-96. 

When in vivo administration of a PRO polypeptide or agonist or antagonist thereof is employed, 
normal dosage amounts may vary from about 10 ng/kg to up to 100 mg/kg of mammal body weight or n»re 
per day, preferably about 1 jxg/kg/day to 10 mg/kg/day, depending upon the route of administration. Guidance 
as to particular dosages and methods of delivery is im>vided in the literal 
4 4.657,760; 5,206,344; or 5^^ 




Where sustained-release administration of a PRO polypeptide b desired in a formulation with rdease 
characteristics suitable for the treatment of any disease or disorder requiring administration of the PRO 
polypeptide, mkrocnrapftilation of the PRO polypeptide ia contemplated. Microencapsulation of recombinai* 
proteins for sustained release has bett inte r feron - 
(rhIFN- ), interfeukin-2, and MN rgpl20. Johnson et al., Nat Med.. 2:795-799 (1996); Yasuda, Biomcd. 
Ito,, 27:1221-1223 (1993): Horaet aL. Bio/Technology. 8:755-758 (1990V detail -Design and Production 
of Single Immunization Vaccines Using Polylactide Polyglycolide Microsphere Systems, " in Vaccine Design: 
The Sabunit and Adjuvant Approach . Powell and Newman, eds, (Plenum Press: New York, 1995), pp. 439- 
462; WO 97/03692, WO 96740072, WO 96/07399; and U.S. Pat. No. 5,654.010. 

Hie sustained-release formulations of these proteins were developed using poly-lactic-coglycolic acid 
(PLOA) polymer due to its biocompatibility and wide range of biodegradable properties. The degradation 
proAjds of PLGA, lactic and glycolk adds, can be cleared quickly within the human body. Moreover, the 
degradability of this polymer can be adjusted from months to years depending on its molecular weight and 
composition. Lewis, "Controlled release of bioactive agents from lactide/glycolide polymer/ in: M. Chasin 
and R. Langer (Eds.). Biodegradable Ptotvmers as Dnip Del Sverv Systems (Marcel Dekker-. New VnHr 1990), 
pp. 1-41. 

This invention encompasses methods of screening compounds to identify those that mimic the PRO 
polypeptide (agonists) or prevent the effect of the PRO polypeptide (antagonists). Screening assays for 
antagonist drug candidates are designed to identify compounds that bind or complex with the PRO polypeptides 
encoded by die genes identified herein, or otherwise interfere with the interaction of the encoded polypeptides 
with other cellular proteins. Such screening assays will include assays amenable to high-throughput screening 
of chemical libraries, making them particularly suitable for identifying small molecule drug candidates. 

The assays can be performed in a variety of formats, inrfiiHfrg protein-protein binding assays, 
biochemical screening assays, immunoassays, and cell-based assays, which are well characterized in the art. 
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M assays for antagonists are comnm 
polypeptide eiroded by a nudeic 
two components to interact* 

In binding assays, the interaction is Mndfag and the complex fo^ 
reaction mixture. In a particular embodiment, the PRO polypeptide encoded by the 
5 the dnif candidate is immobilized on a solid phase, e.g., on a microliter plate, by covaknt or non~covalent 
att a chment s, Non-covalent attachment generally U accomplished by coating the solid surfece with a solution 
of tho PRO polypeptide and drying. Alternatively, an immobilized antibody, e.g., a monoclonal antibody, 
spetilfc to the IRO polypeptide to The assay ii 

pcrfonncd by adding me non-immnbiliird component, which may be labeled by a detectable label, to the 

10 immobilized component, e.g. , the coated surface containing the anchored component. When the reaction is 
^ complete, the non-reacted components are removed, e.g., by washing, and cornpk-.ies anchored on die solid 
surface are detected. When the originally non-m mTo h ilir e d component carries a riftrrtah le label, me detection 
oflabdiapobafaedonthosn^^ Where the originally non-immobilized 

component does not carry a label, comptexing can be detected, for example, by using a labeled antibody 

15 specifically boding the immobilised conip tej L 

If the candidate compound imeraife with btt 
by a gene kicntified herein, its interaction with that polypeptide can be assayed by methods well known for 
detectkig protein-protein interactions. Such assays include traditional approaches, such as, e. g. , cross-linking, 
co-immunoprecipitanon, and co-purification through gradients or chromatographic columns. In addition, 

20 protein-protein interactions can be monitored by using a yeast-based genetic system described by Fields and 
co-workers (Fields and Song, Nature (London). 340:245-246 (1989); Chien et al., Proc. Natl. Acad. Set. 
USA, 88:9578-9582 (1991)) as disclosed by Chevray and Nathans, Proc. Nad. Acad. ScL USA . 89: 5789- 
5793 (1991). Many transcriptional activators, such as yeast GAL4, consist of two physically discrete modular 
domains, one acting as the DNA-binding domain, die other one functkming as the transcription-activation 

25 domain. The yeast expression system described in the foregoing publications (generally referred to as the 
"two-hybrid system") takes advantage of this property, and employs two hybrid proteins, one in which the 
target protein is fused to the DNA-binding domain of GAL4, and another, in which candidate activating 
proteins are fused to the activation domain. The expression of a GALl-tocZ reporter gene under control of 
a GAL4-activated promoter depends on reconstitutkm of GAL4 activity via protein-protein interaction. 

30 Colonies containing interacting polypeptides are detected with a chromogenk substrate for ft-gal actosidase. 
A complete kit (MATCHMAKER™) for identifying protein-protein interactions between two specific proteins 
using the two-hybrid technique is commercially available from Clontech. This system can also be extended 
to map protein domains involved in specific protein interactions as well as to pinpoint amino acid residues that 
are crucial for these interactions. 

35 Compounds that interfere with the interaction of a gene encoding a PRO polypeptide identified herein 

and other intra- or extracellular components can be tested as follows: usually a reaction mixture is prepared 
containing the product of the gene and the intra- or extracellular component under conditions and for a time 
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aHowiag for the interactional^ To test the ability of a candidate compound to 

' inhibit binding, the reaction is run in die absence and in the preset In addition, a 

placebo may be added to a third reaction mixture, to serve as positive control. The binding (complex 
formation) between the test compound and the intra- or extracellular component present in the mixture is 
monitored as described hereinabove. The formation of a complex in the control reaction^) but not in the 
reaction mixture containing die test compound indicates that the test compound Intel fa m with th* Infraction 
of die test compound and its reaction partner. 

To assay for antagonists, the PRO polype^ 
screened for a particular activity and die ability of die compound to inhibit the activity of interest in the 
presence of the PRO polypeptide indicates dot die compound is an antagonist to die PRO polypeptide. 
Alternatively, antagonists mav be detected bv combining the FRO polypeptide «m » p«*«*»t with 
* membrane-bound PRO polypeptide receptors or recombinant receptors under appropriate conditions tor a 
competitive inhibition assay. The PRO polypeptide can be labeled, such as by radioactivity, such that the 
aimber of PRO polypeptide molecules bou^ 
potential antagonist The gene encoding the receptor can be Me^ 

of skin in the art, for example, ligand panning and FACS sorting. CoUgan et aL, Current Protocols in 
tafflL 1<2): Chapter 5 (1991). Preferably, expression cloning is employed wherein polyadenylated RNA 
is prepared from a cell responsive to the PRO polypeptide and a cDNA library created from this RNA is 
divided into pools and used to trans&ct CDS celb or other cells th^ 

Transfected cells that are grown on glass slides are exposed to labeled PRO polypeptide. The PRO polypeptide 
can be labeled by a variety of means including iodination or inclusion of a recognition site for a site-specific 
protein kinase. Following fixation and incubation, the slides are subjected to autoradiographic analysis. 
Positive pools are identified and sub-pools are prepared and re-transfectedt using an interactive sub-pooling and 
re-screening process, eventually yielding a single clone that encodes the putative receptor. 

As an alternative approach for receptor identification, labeled PRO polypeptide can be photoaffinity- 
linked with cellmembrane or extract preparations that express the Cross-linked material 

is resolved by PAGE and exposed to X-ray film. The labeled complex containing the receptor can be excised, 
resolved into peptide fragments, and subjected to protein micro-sequencing. The amino acid sequence obtained 
from micro- sequencing would be used to design a set of degenerate oligonucleotide probes to screen a cDN A 
library to identify the gene encoding the putative receptor. 

In another assay for antagonists, mammalian cells or a membrane preparation expressing the receptor 
would be incubated with labeled PRO polypeptide in the presence of the candidate compound. The ability of 
the compound to enhance or block this interaction could then be measured. 

More specific examples of potential antagonists include an oligonucleotide that binds to the fusions 
of immunoglobulin with PRO polypeptide, and, in particular, antibodies including, without limitation, poly- 
and monoclonal antibodies and antibody fragments, single-chain antibodies, ano-idiotypic antibodies, and 
chimeric or humanized versions of such antibodies or fragments, as well as human antibodies and antibody 
fragments. Alternatively, a potential antagonist may be a closely related protein, for example, a mutated form 
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of the PRO polypeptide that recognim 
action of the PRO polypeptide. 

Ano&er potential PRO polypeptide antagonist is an aalisenseRNA or DNA construct prepared using 
antisense technology, where, e.g., an antisense RNA or DNA molecule acta to block directly the translation 
ofmRNA by hybridizing to targeted inRNA and preventing pr^^ Antisense technology can bo 

5 used to control gene egression through triple-helix formation or antisense DNA or RNA, both of which 
method* are baaed on binding of a polynucleotide to DNA or RNA. For example, the 5' coding portion of 
the polynucleotide sequence, which encodes fee inatiift 

RNAoHgoiiicleotideoffromab^ A DNA oligonucleotide b designed to be 

c ocyfancatary toaregionofrjttgw Ng cj, ^ cffi iffttn 

10 6:3073 (1979); Cooney el al.. Science. 241: 456 (1988); Dervan ct aL, Science. 251:1360 (1991)), thereby 
# preventing trinscription and the production of the PRO polypeptide. The antisense RNA oligonucleotide 
hybridizes to the mRNA in vivo tad blocks translation of the mRNA molecule into me PRO polypeptide 
(antisense - Okano, NgTOtfm> 56:560 (1991); OUtodcoxvnucleotides as Antisense Inhibitors of Gena 
Expression (CRC Press: Boca Raton, PL, 1988). The oligonucleotides described above can also be delivered 

15 to ceDs such that the antisense RNA or DNA may be expressed in vivo to inhibit production of the FRO 
polypeptide. When antisense DNA is used, oligodeoxyribonncleotides derived from the translation-initiation 
site, e.g., between about -10 and +10 positions of the target gene nucleotide sequence, are preferred. 

Potential antagonists include sinaU molecules that bind to tte 
growth factor or other relevant binding site of the PRO polypeptide, thereby blocking the normal biological 

20 activity of the PRO polypeptide. Examples of small molecules include, but are not limited to, small peptides 
or peptide-like molecules, preferably soluble peptides, and synthetic non-peptidyl organic or inorganic 
compounds. 

Ribozymes are enzymatic RNA molecules capable of catalyzing the specific cleavage of RNA. 

Ribozymes act by sequence-specific hybridization to the complementary target RNA, followed by 
25 endonudeolytic cleavage. Specific ribozyme cleavage sites wimto a potential RNA target can te^ 

known techniques. For further details see, e.g., Rossi, Current Biology , 4:469-471 (1994), and PCT 

publication No. WO 97/33551 (published September 18, 1997). 

Nucleic acid molecules in triple-helix formation used to inhibit transcription should be single-stranded 

and composed of deoxynucleotides. The base composition of these oligonucleotides is designed such that it 
30 promotes triple-helix formation via Hoogsteen base-pairing rules, which generally require sizeable stretches 

of purines or pyrimidines on one strand of a duplex. For further details see, e.g. . PCT publication No. WO 

97/33551, supra. 

These small molecules can be identified by any one or more of the screening assays discussed 
hereinabove and/or by any other screening techniques well known for those skilled in die art. 
35 Uses of the herein disclosed molecules may also be based upon the positive functional assay hits 

disclosed and described below. 
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P. Anrt-PPQ^^if^^ 
The present invention further provides antf-PRO antibodies. Exemplary antibodies include polyclonal, 
mopodoflrif h^maniTed,, bispectfic^ sod hcteroconjugate antibodies* 

The and-PRO antibodies miy comprise polyclonal antibodies. Methods of preparing polyclonal 
antibodies are known to the skilled artisan. Polyclonal ahtibodies can be raised in a mammal, for example, 
byo»oc moreirjcctiortf of anlnm^ an adjuvant Typically, the immunizing 

agent and/or adjuvant will be Injected in ma mammal hy imihipl« nAratnuMiia rw mtrnpf^/wal mjmkrm 
The immunizing agent may include me PRO polypeptide or a fusion protein thereof. It may be usefbl to 
conjugate the immunizing agent to a protein known to be immunogenic in die mammal being immunized. 
A ni a iU j fct of such immunogenic proteins include but an not United to keyhole limpet hemocyanin, serum 
aBwmfcw bovine tfayrogtobulln, and soybean trypsin mhihftoc. Examples of adjuvants which may be employed 
faduds Freund's complete adjuvant and MPL-TDM adjuvant (monophosphoryi Lipid A, synthetic trehalose 
dfcofynomycolate). The inwmmfzaHon protocol may be selected by one skfflcd in the art without undue 

2. Monoclonal Aftfi^M 1 ^ 
The anti-PRO antibodies may, alternatively, be monoclonal antibodies. Monoclonal antibodies may 
be prepared using hybridoma methods, such as those described by Kohler and Milstein, Nature, 256:495 
20 0^75). In a hybridoma method, a mouse, hamster, or other appropriate host animal, is typically immunized 
with an immunizing agent to elicit lymphocytes that produce or are capable of producing antibodies mat will 
specifically bind to die immunizing agent. Alternatively, the lymphocytes may be immunized in vitro. 

The immunizing agent will typically include the PRO polypeptide or a fusion protein thereof. 
Generally, either peripheral blood lymphocytes ("PELs") are used if cells of human origin are desired, or 
25 spleen censor lymph node cells amused ifnoo^niman mammalian sources — » fffffirrd The lymphocytes are 
then rased with an immortalized cell line using a suitable rosing agent, such as polyethylene glycol, to form 
a hybridoma cell [Goding, Monoclonal Antibodies: Principles and Practice. Academic Press, (1986) pp. 59- 
103]. Immortalized cell lines are usually transformed mammalian cells, particularly myeloma cells of rodent, 
bovine and human origin. Usually, rat or mouse myeloma cell lines are employed. The hybridoma cells may 
30 be aitaed ma suitable culture 

or survival of the unfused, immortalized cells. For example, if the parental cells lack the enzyme hypoxanthine 
guanine phosphoribosyl transferase (HGPRT or HPRT), the culture medium for the hybridomas typically will 
include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which substances prevent the growth of 
HOPRT-defident cells. 

35 Preferred immortalized cell lines are those that fuse efficiently, support stable high level expression 

of antibody by the selected aimTxxry-producing cells, and are sensitive to a medium such as HAT medium. 
More preferred immortalized cell lines are murine myeloma lines, which can be obtained, for instance, from 
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the Silk Institute Cdl Distribution^ 

Manassas, Virginia. Human myeloma and mousc^mmanheterom^ 

for the production of human monoclonal antibodies [Kbzbor, LtoBfltfL 133:3001 (1984); Biodeur el al., 
Mpnqcfrpal Antibody Production Techniques and Applications. Marcd Dekker, Inc., New York. (1987) pp. 

The culture medium in which the hybridoma celli are cultured can then be assayed for the presence 
of monoclonal antibodies directed against PRO. Preferably, die binding specificity of monoclonal antibodies 
produced by die hybridoma celU is determined by famm^ 

aa raefiofawnmoasgay (RIA) or eazymo-Jmkrd himmnoabsarbcat assay (BUSA). Such techniques and assays 
are known in the art. The binding affinity of the monoclonal antibody can, fto 
Scatchard analysis of Munson and Pollard, A^, BhY^Km, 102:220 (1980). 

After tl* desired hybridoma celb 
procedures and grown by standanlmefliods[Oodii^flaml. Suitable culture media for this puqw* include, 
for example, DuIbecco'aModi^ Alternatively, the hybridoma 

cells may be grown in vivo as ascites in a mammal. 

The monoclonal antibodies secreted by the subclones may be isolated or purified from the culture 
medium or ascites fluid by conventional imm^ 

A-Sepharose, hydroxylapatite chromatography, gel electrophoresis, dialysis, or affinity chromatography. 

The monoclonal anhlwdies may ato 
in U.S. Patent No. 4,816,567. DNA encoding the monoclonal antibodies of the invention can be readily 
isolated and sequenced using conventional procedures (e.g., by using oligonucleotide probes that are capable 
of binding specifically to genes encoding the heavy and light chains of murin6 antibodies). The hybridoma 
cells of the invention serve as a preferred source of such DNA. Once isolated, the DNA may be placed into 
expression vectors, which are then transfected into host cells such as simian COS cells, Chinese hamster ovary 
(CHO) cells, or myeloma cells that do not otherwise produce immunoglobulin protein, to obtain die synthesis 
of monoclonal antibodies in the recombinant host cells. The DNA also may be modified, for example, by 
substituting the coding sequence for human heavy and light chain constant domains in place of die homologous 
murine sequences [U.S. Patent No. 4,816,567; Morrison et al., suoral or by covalently joining to die 
immunoglobulin coding sequence all or part of the coding sequence for a non-immunoglobulin polypeptide. 
Such a non-immunoglobuHn polypeptide can be substituted for die constant domains of an antibody of (he 
invention, or can be substituted for the variable domains of one antigen-combining site of an antibody of the 
invention to create a chimeric bivalent antibody. 

The antibodies may be monovalent antibodies. Methods for preparing monovalent antibodies are well 
known in the art. For example, one method involves recombinant expression of immunoglobulin light chain 
and modified heavy chain. The heavy chain is truncated generally at any poim in the region so as to prevent 
heavy chain crosslmWng. Alternatively, the relevant cysteine residues are substituted with another amino acid 
residue or are deleted so as to prevent ciosslinking. 
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At visro methods are abo suitable for preparing monovalent antibodies. Digestion of antibodies to 
produce fra gm e nt s thereof, particularly. Fab fragments, can be accomplished using routine techniques known 
in the art. 

3. ffimvm fflKl H^gitfofll A^Twdfei 
5 The anti-PRO antibodies of Ae invention may further comprise humanized antibodies or human 

antibodies. Humanized forms of non-human (e.g., murine) antibodies are chimeric immunoglobulins, 
immunoglobulin chains or fragments thereof (such as Pv, Fab, Fab*, F(ab , ) l or other antigen-binding 
subsequences of antibodies) which contain minimal sequence derived from non-human immunoglobulin. 
Humanized a ntibo dies include human immunog to bulius (recipient antibodjy) m whi ch residues fro m a 
10 complementary detennining region (CDR) of the recipient ate replaced by residues from a CDR of a non- 
A humaa species (donor a ntibody ) such as mouse, rat or rabbit having the desired specificity, affinity and 
capacity. In some i nstance s , Fv framework residues of die human imimnoglobuHn. are replaced by 

in die recipient antibody nor in the imported CDR or framework sequences. In general, the hnmanmA 

15 antibody will comprise substantially all of at least one, and typically two, variable domains, in which all or 
substantially all of die CDR regions correspond to those of a non-human immunoglobulin and aU or 
substantially all of Aft PR regions those **** human imw^mo glo^ilm consensus fffqnmf*. The humanized 
antibody optimally also will comprise at least a portion of an immunoglobulin constant region (Fc) , typically 
that of a human immunoglobulin Pones et al. f Nature . 321:522-525 (1986); Riechmann et al., Nature . 

20 332:323-329 (1988): and Presto. Curr. Op. Struct. Bioi: 2:393-596 (1992)]. 

Methods for humanizing non-human antibodies are well known in the art. Generally, a humanized 
antibody has one or more amino acid residues introduced into it from a source which is non-human. These 
non-human amino acid residues arc often referred to as "import" residues, which are typically taken from an 
"import* variable domain. Humamzation can be essentially performed following the method of Winter and 

25 co-workers Pones et at. Nature, 221*22-525 (1986); Riechmann et at. Nature. 232:323-327 (1988); 
Vcrhoeyen et al., Science. 232:1534-1536 (1988)], by substituting rodent CDRs or CDR sequences for the 
corresponding sequences of a human antibody. Accordingly, such "humanized* antibodies are chimeric 
antibodies (U.S. Patent No. 4,816,567), wherein substantially less than an intact human variable domain has 
been substituted by the corresponding In practice, humanized antibodies 

30 are typically human antibodies in which some Cmrcsktucs and possibly soro 
residues from analogous sites in rodent antibodies. 

Human antibodies can also be produced using various techniques known in the art, including phage 
display libraries [Hoogenboom and Winter, J t M<>1 Bjoj, 22Z:381 (1991); Marks et al., J. Mol. Biol. . 
22&581 (1991)]. The techniques of Cole et al. and Boerner et al. are also available for the preparation of 

35 human monoclonal antibodies (Cole et al. . Monoclonal Anffl ^f ga m$ C ancer Therapy. Alan R. Lisa, p. 77 
(1985) and Boerner et al., f. jmBfflfiL 14201:86-95 (1991)]. Similarly, human antibodies can be made by 
introducing of human immunoglobulin loci into transgenic animals, e.g., mice in which the endogenous 
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immunoglobulin genes have been partially or completely inactivated. Upon challenge, human antibody 
production is observed, which closely resemble* that seea in humans in all respects, including gene 
rearrangement, assembly , and antibody repertoire* This approach is described, for example, in U.S. Patent 
Not. 5,545,807; 5,545,806; 5,569,825; 5,625,126; 5,633,425; 5,661,016, and in the following scientific 
publications: Marks etoL, Biotechnology 10. 779-783 (1992); Lonberg tfo£. Nature 368 856459 (1994); 
5 Morrison, Nature 368, 812-13 0994); FlshwiM aaL, Nature Biotechnology 14. 845-51 (1996); Neuberger, 
Nature p^techfiQtogy Ij, 826 (1996); Lonberg and Huszar. Intern. Rev. Immunol. 13 65-93 (1995). 

BiSpeClfic aniihndtea am mrmnckmal, pmferaMy hitman py humantod, »"h>^ fh^ htm binding 
10 specificities for at least two different antigens. In the present case, one of die binding specificities is for the 
M PRO, the other one U for another antigen 

Methods for making bispecific antibodies are known in the art. Traditionally, the recombinant 
protection of bispecific antibodies b based oo the co-expitssion of two immunoglobulin heavy-chain/light- 
15 chain pairs, where the two heavy chains have different specificities fMilsfcin and Cudlo. Nature. 305:537-539 
(1963)1* Because of the random assortment of immunoglobulin heavy and light chains, these hybridomas 
(qpadwmas) produce a 

bispecific structure. The purification of die correct molecule is usually accomplished by affinity 
chromatography steps. Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in 

20 Traunecker et aL, EMBOJ.. ifl:3655-3659 (1991). 

Antibody variable domains with the desired binding specificities (antibody-antigen combining sites) 
can be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immunoglobulin 
heavy-chain constant domain, comprising at least part of the hinge, CH2, and CH3 regions. It is preferred 
tohavetfiBfarstheavy-chamconstamregkm y™ 1 ) ™"*»™?g *™ ^nrm^ry for UghHAam binding present 

25 mat least one of the fostons. DNAs encoding the immunoglobulin heavy^ham msions and, if desired, the 
immunoglobulin light chain, are inserted into separate expression vectors, and are co-transfceted into a suitable 
host Organism. For further details of generating bispecific antibodies see, for example. Suresh et aL, Methods 
taJfrzymplpgy, 121:210 (1986). 

According to another approach described in WO 96/27011, the interface between a pair of antibody 

30 molecules can be engineered to maximize the percentage of heterodimers which are recovered from 
recombinant cell culture. The preferred interface comprises at least a part of the CH3 region of an antibody 
constant domain. In this method, one or more small amino acid side chains from the interface of the first 
antibody molecule are replaced with larger side chains (e.g. tyrosine or tryptophan). Compensatory "cavities* 
of identical or similar size to the large side chaio(s) are created on the interfile of the second antibody 

35 molecule by replacing large anmio arid skie chains wim smaller^ This provides 

a mechanism for increasing the yield of the heterodimer over other unwanted end-products such as 
homodimers. 
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Bispecific antibodies can be prepared as full length antibodies or antibody fragments («,g» F^ab'h 
bisperific antibodies). Techniques for generating bispecific antibodies from antibody fragments have been 
described in the literature. For example, bispecific antibodies can be prepared catt be prepared 
linkage. Brennan et aL> Science 229:81 (1985) describe a procedure wherein intact antibodies are 
proieolytkally cleaved to generate F(ab*), fragments. These fragments are reduced in the presence of the 
dttiriol completing agent sodium arsenite to stabilize vicinal dithiols and prevent intermolecular disulfide 
formation. The Fab* fragments generated are then converted to thtonitrobenzoate (TNB) derivatives. One of 
the Fab'-TNB derivatives is then reconverted to the Fab'-thk>l by reduction with mercaptoethylamine and is 
mixed with an equimolar amount of the other Fab'-TNB derivative to form the bispecific antibody. The 
bisperific antibodies pro du ced can be used as agents far the selective immo bilfaarion of enzymes. 

Fab' fragments may be directly recovered from & coU and chemically coupled to form bispecific 
m antibodies. Shabby et at. J. Bxn. Med. 175^17-225(1992) describe dm production (rf a folry humanized 
hfap ec ifi fc antibody P(ab*)t mole cul e ; Each Fab* fragment was separately secreted from & coB and subjected 
to directed chen^ coupling £n The bispecific andbody thus filmed was 

able to bind to cells oveiexpressing the ErbB2 receptor and nor^ 
activity of human cytotoxic lymphocytes against human breast tumor targets. 

Various technique for making and isolating bispecific antibody fragments directly from recombinant 
cell culture have also been described. For example, bispecific antibodies have been produced using leucine 
zippers. Kostetey etaL, J Tmrmmn| 1 148(5): 1547-1553 (1992). The leucine zipper peptides. from theFos 
and Jim proteins were linked to the Fab' portions of two different antibodies by gene fusion. The antibody 
hompdimers were reduced at the hinge region to form monomers and then re-oxidized to form the antibody 
heterodimers. This method can also be utilized for the production of antibody homodimers. The "diabody" 
technology described by Hollinger et aL, Proc. Natl Acad. SeL-USA 90:6444-6448 (1993) has provided an 
alternative mechanism for making bispecific antibody fragments. The fragments comprise a heavy-chain 
variable domain (V «) connected to a light-chain variable domain (VJ by a linker which is too short to allow 
pairing between the two domains on the same chain. Accordingly, the V H and V L domains of one fragment 
are forced to pair with die complementary V L and V H domains of another fragment, thereby forming two 
antigen-binding sites. Another strategy for making bispecific antibody fragments by die use of single-chain 
Fv (sFv)dimers has also been reported. See. Gruber e$aL, L Immunol. 152:5368 (1994). 
Antibodies with more than two valencies are contemplated. For example, trispecific antibodies can be 
prepared. Tutt etaL, LJflffiailflQL 147:60 (1991). 

Exemplary bispecific antibodies may bind to two different epitopes on a given PRO polypeptide 
herein. Alternatively, an anti-PRO polypeptide arm may be combined with an arm which binds to a triggering 
molecule on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3, CD28, or B7), or Fc receptors 
for IgO (FcyR), such as FcyRI (CD64), FcyRU (CD32) and FcyRIII (CD16) so as to focus cellular defense 
mechanisms to the cell expressing the particular PRO polypeptide. Bispecific antibodies may also be used to 
localize cytotoxic agents to cells which express a particular PRO polypeptide. These antibodies possess a 
PRO-binding arm and an arm which binds a cytotoxic agent or a radionuclide chelator, such as EOTUBB, 
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DPTA,DOTA, orTETA. Aiwtherbispccificantibcx^ 
tissue factor (TP). 

Heteroconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
antibodies are composed of two oovakndy Joined antibodies. Such antibodies have, for example, been 
proposed to target immune system cells to unwanted cells [U.S. Patent No. 4,676,980], and for treatment of 
HIV infection [WO 91/00360; WO 92/200373; BP 03089]. It is contemplated that the antibodies may be 
prepared In vitro using known methods In synfetfepnfeiii 

agents. For example, inmnmotoxins may be constructed using a dlsul fide exchange reaction or by forming 
a tMoether bond. Examples of suitable reagents for this purpose include imiapthioiate and methyi-4- 
meraptobutyrimidate and those disclosed, for example, in U.S. Patent No. 4,676^80. 

It may be desirable to modify die antibody 
enhance, e.g. , the effectiveness of the antibody in treating cancer. For example, cysteine residue(s) may be 
in tro du ced into the Ft region, thereby allowing interchain disulfide bond formation in this region. The 
ho m odimeric antibody thus generated may have improved internalization capability and/or increased 
complement-mediated cettk^^ SeeCaronrf ol, L 

Exo Med.. 176: 1 191-1 195 (1992) and Shones. J. Immunol.. 148: 2918-2922 (1992V Homodimeric antibodies 
with enhanced anti-tumor activity may also be prepared using heterobifonctional cross-linkers as described in 
Wolff et aL Cancer Research. 51: 2560*2565 (1993). Alternatively, an antibody can be engineered that has 
dual Fc regions and may thereby have enhanced complement lysis and ADCC capabilities. See Stevenson et 
at.. Anti-Cancer Drug Design. 3: 219-230 (1989). 



7. Immunoconfagates 

The invention also pertains to immunoconjugates comprising an antibody conjugated to a cytotoxic 
agent such as a chemotherapeutic agent, toxin (e.g. , an enzymaticaily active toxin of bacterial, fungal, plant, 
or animal origin, or fragments thereof), or a radioactive isotope (t.*., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have been described 
above. Enzymaticaily active toxins and fragments thereof that can be used include diphtheria A chain, 
nonbinding active fragments of diphtheria toxin, exotoxin A chain (from Pseudomonas aeruginosa), ricin A 
chain, abrin A chain, modeccin A chain, alpha-sarcin, Aleurites fordii proteins, dianthin proteins, Phytolaca 
americana proteins (PAPI, PAPII, and PAP-S), momordica charantia inhibitor, curcin, cretin, sapaonaria 
officinalis inhibitor, gelonin, mitogellin, restrictocin, pheaomycin, enomycin, and the tricothecenes. A variety 
of radionuclides are available for the production of radioconjugated antibodies. Examples include 1,2 Bi, 
m ln, *V, and IM Re. Conjugates of the antibody and cytotoxic agent are made using a variety of 
Afunctional protein-coupling agents such as N-succtnimidyl-3^2i>yridyldithiol) propionate (SPDP), 
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rnittwtMotane (TO. blfimctiooal derivatives of imidoesten (such as dimethyl adipiimdate HCLX active esters 
(such as disuctinimidyl suberate), aldehydes (such as glutareldehydc), bis-aztdo compounds (such as bis (p- 
aridobenzoyl) hcxanediamine), hf^diamnium rferi vnrivt* (such M^^^ar^im^^ 
diisocyanates (such as toryene 2,6-diisocyanate), and bis-active fluorine compounds (such as 1 ,5<iifluorr>2,4- 
dfafaobemeae). For example, a ricin immunotpiin can be prepared as described in Vitetta et al . Science, 
1098 (1987). Carbon-14-labeled 1-isothwcyanaaoben^ triamirjepentaacetic acid 

(MX-DTPA) is an exemplary chelating agent for conjugation of rariionucleotide to the antibody. See 
WO94/U026. 

In another embodiment, the antibody may be conjugated to a ■receptor" (such streptavidin) for 
utilization in tumor pretargeting wherein the antibody-receptor conjugate is administered to die patient, 
followed by removal of unbound conjugate from the circulation using a clearing agent and then administration 
of a "tigand* (e.g., avidin) that is conjugate to a cytotr^ 

8* UbbbbbbbbsSbsbsb^ 

The antibodies disclosed h «y h> "wy hWp fr» farawifotiM m fimmunolipoaainea. Liposomes containing 
Ae antibody ate prepared by methods known b the art; such as desert 

SeUiSA. 22: 3688 (1985); Hwang * aL, wn*h Asii.flrf.iMft 2Z: 4030 (1980); and U.S. Fat Nos. 
4.485,045 and 4,544,545: Liposomes with enhanced circulation time are disclosed in U.S. Patent No. 
5,013,556. 

Particularly useful liposomes can be generated by the reverse-phase evaporation method with a lipid 
composition comprising phosphatidylcholine, cholesterol, and PEG-derivatized phosphatidylethanolamine 
(PEG-PE). Liposomes are extruded through filters of defined pore size to yield liposomes with the desired 
diameter. Fab* fragments of the antibody of the present invention can be conjugated to the liposomes as 
described in Martin et al J. Biol. Chem.. 257 : 286-288 (1982) via a disulfide-interchange reaction. A 
chemotherapeutic agent (such as Doxorubicin) is optionally contained within the liposome. SeeGabizonefo/., 
J. National Cancer Inst.. £1(19): 1484 (1989). 

9. Pharmaceutical Compositions of Antibodies 

Antibodies specifically binding a PRO polypeptide identified herein, as well as other molecules 
identified by die screening assays disclosed hereinbefore, can be administered far the treatment of various 
disorders in the form of pharmaceutical compositions. 

If the PRO polypeptide is intracellular and whole antibodies are used as inhibitors, internalizing 
antibodies are preferred. However, lipofections or liposomes can also be used to deliver the antibody, or an 
antibody fragment, into cells. Where antibody fragments are used, the smallest inhibitory fragment that 
specifically binds to the binding domain of the target protein is preferred. For example, based upon the 
variable-region sequences of an antibody, peptide molecules can be dea 

target protein sequence. Such peptides can be synthesized chemically and/or produced by recombinant DNA 
technology. See, e.g. p Marasco et aL, Proc. Nad. Acad. ScL USA. 2Q: 7889-7893 (1993). The 
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totmbStm hereto nay also contain more than om active co^ 

beiqg treated, preferably those with complementary activities that do not adversely affect each other. 
Alternatively, or in addition, the comrxwitkm may comprise an agert 

example, a cytotoxic agent, cytokine, chemothenpeutic agent, or growtb-irfiibitoiy agent. Such molecules 
arc suitably present in combination in amounts that are effective for the purpose intended. 

The active inpedfema may also be entrapped fa fnfcf*w>ftpqnw prepared, ^r ^rm jf ]^ fry fftafffrvatkm 
tecfaftpesorrffinterfodal polymerfzatkHi, far example, hydmxymgthylcfelhilftj» or gHamv^jrre ppcni^ and 
poly-(incdiylmethacylate) microcapsules, respectively, in colloidal drug delivery systems (for example, 
liposomes, albu min mi c r ospheres, mkroemulskms, nano-partides, aoinanocapsules)ortomacioeniulsioiis, 
SttCh tedmiimea are dfctWl in R«nin»tnn'» Pt^rm^^l ^ 

Thofonnulattonstobeiisedfo This is readily accomplished 

A by filtration through sterile filtration membranes. 

Sustained-release prepar^^ S tit^ eaa mp lestf^ 
indudesemipenneabkmatrk^ 

in the form of shaped articles,**., films, or microcapsules. Examples of sustariicd-relravi matrices include 
polyesters, hydrogels (for example, poly(24iydroxye%l-meth^ or p^vinylakohoO), polylacddes 
(U.S. Pit No. 3,773,919), copolymers of L-ghrtamk add and y ethyl4L-giutamate, non-degradaWe ethylene- 
vinyl acetate, degradable lactic atid-grycoBc add copolymers such as die LUPRON DEPOT 711 (injectable 
microspheres composed of lactic acid-giycolk add copolymer and leuprolide acetate), and poly-D-<->3- 
hydroxybutyricacid. While polymers such as ethylene-vinyl acetate and lactic acid-glycolic add enable release 
of molecules for over 100 days, certain hydrogels release proteins for shorter time periods. When encapsulated 
antibodies remain in the body for a long time, they may denature or aggregate as a result of exposure to 
moisture at 37°C, resulting in a loss of biological activity and possible changes in immunogenicity. Rational 
strategies can be devised for stabilization depending on the mechanism involved. Por example, if the 
aggregation mechanism is discovered to be intermolecular S-S bond formation through thkntisulfide 
interchange, mhfliTattonmay be achieved by notifying surftydryl residues, tyophiliadng ftcan ackUcsohitkms, 
controfling moisture content, using appropriate additives, and developing specific polymer matrix compositions. 

G. Uses for anti-PRO Antibodies 

The anti-PRO antibodies of the invention have various utilities. Por example, anti-PRO antibodies 
may be used in diagnostic assays for PRO, e.g. , detecting its expression in specific cells, tissues, or serum . 
Various diagnostic assay techniques known in the art may be used, such as competitive binding assays, direct 
or indirect sandwich assays and immunopredpitation assays conducted in either heterogeneous or homogeneous 
phases [Zola, Monoclonal Antibodies: A Man ual of TedimqiiesL CRC Press, Inc. (1987) pp. 147-158]. The 
antibodies used in the dkgnostic assays can be labeled wiA^ The detectable moiety should 

be capable of producing, either directly or indirectly, a detectable signal. For example, the detectable moiety 
may be a radioisotope, such as *H, ,4 C, *P, *S, or "f, a fluorescent or chemiluminescent compound, such 
as fluorescein isothiocyanate, rhodamine, or ludferin, or an enzyme, such as alkaline phosphatase, beta- 
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gabcforidasc or horseradish peroxidase. Any method known in the art for conjugating tha antibody to the 
dctectaitemmety may bo employed, including those methods described by Hunter et ai.. Nature, 144 :945 
<19Gfc David et a!., Bta^fefty, J&1014 (1974); Pain el at, f t ftrwrt, M"ft„ 4&219 (1981); and 
Nygicn. J , ^BdlHSL Cyfrchen^, 3Q?407 (1982). • 

Anti-PRO antibodies also are useftil for tho affinity purification of PRO from recombinant cell culture 
or natural sources. In this process, the antibodies against PRO are mimobilized on a suitable support, such 
a Sephadex resin or filter paper, using methods well known in the art. The immobilized antibody then it 
contacted with a sample containing the 

solvent that will remove substantially all the material in the sample except the PRO , which is bound to the 
immobilized antibody. Finally, the support is washed with another suitabte solvent that will release the PRO 
from the antibody. 

The following examples are ofifered for illustrative purposes only , and are not intended to limit the 
scope of the present invention in any way. 

All patent and literature references cited in the present specification are hereby incorporated by 
reference in their entirety. 

EXAMELES 

Commercially available reagents referred to in the examples were used according to inamiiacturer's 
instructions unless otherwise indicated. The source of those cells identified in the following examples, and 
throughout the specification, by ATCC accession numbers is the American Type Culture Collection, Manassas, 
VA. 

BEAMPIB 1 : B*ttace)lular Domain Homology Screening to Identify Novel P o lypeptides and cDNA Encoding 
Therefor 

The extracellular domain (BfTD) sequences (mrJuHmg the firry tim signal sfquence, if any) from about 
950 known secreted proteins from the Swiss-Prot public database were used to search EST databases. The 
EST databases included public databases (e.g., Dayhoff, GenBank), and proprietary databases (e.g. 
UFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program 
BLAST or BLAST-2 (Ahschul et al., Methods in Enzvmolopv 266:460-4S0 (1996)) as a comparison of the 
BCD protein sequences to a 6 frame translation of the EST sequences. Those comparisons with a BLAST 
score of 70 (or m some cases 90) or greater 

into consensus DNA sequences with die program "phrap" (Phil Green, University of Washington, Seattle, 
WA). 

Using this extracellular domain homology screen, consensus DNA sequences were assembled relative 
to the other identified EST sequences using phrap. In addition, the consensus DNA sequences obtained were 
often (but not always) extended using repeated cycles of BLAST or BLAST-2 and phrap to extend the 
consensus sequence as far as possible using the sources of EST sequences discussed above. 
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Based 190a the consensus sequences obtained as deseribot above, oligonucleotides were then 
synthesized and used to identify by PCR a cDNA library that coS 

as potato isolate a done of llu^ Forward and reverse 

PCRprirncrsgeoerally CTffl 

100-1000 bp in length. The probe sequences are typically 40-55 bp in length. In some eases, additional 
oligonucleotides are synthesized when the consensus sequence is greater than about 1-1 Jkbp. In order to 
screen several libraries tor a full«length clone, DNA from the libraries was screened by PCR amplification, 
as perAusubeletaL. Current Protocols in Molecular Bioloyv. with the PCR primer pair. A positive library 
was tensed to isolate clones encoding the geno of foteres^ 
primer pairs* 

The cDNA libraries used to isolate the cDNA clones were constructed by standard methods using 
M COTMMrdally available reagc^ ThecDNA was primed with 

oligo dT containing a Nod site, linked with bhmt to Sail h*™fl<frwyd adaptors, cleaved with NotI. sized 
appropriately tygdekctrop^ 

as pKKB or pRKD; pRK5B is a roecursor of pRKSD that does irt 

Sdcnp e, 252:1278-1280 (1991)) in the unique Xhol and NotI sites. 

♦ 

EXAMPLE 2: Isolation of cDNA clones bv Amylase Screening 

1. Bsaaatiaa aLfflga dT ndaal sBHA Bmg 

mRNA was isolated from a human tissue of interest using reagents and protocols from Invitrogen, San 
Diego, CA (Fast Track 2). This RNA was used to generate an oligo dT primed cDNA library in the vector 
pRKSD using reagents and protocols from Life Technologies, Gaithersburg, MD (Super Script Plasmid 
System). In this procedure, the double stranded cDNA was sized to greater than 1000 bp and the Sall/NotI 
tinkered cDNA was cloned into XhoI/NotI cleaved vector. pRKSD is a cloning vector that has an sp6 
transcription initiation site foUowed by an Sfil restriction enzyme site preceding the XhoI/NotI cDN A cloning 
sites. 



2. preparation of random pruned pPNA lforary 

A secondary cDNA library was generated in order to preferentially represent the 5' ends of the 
primary cDNA clones. Sp6 RNA was generated from the primary library (described above), and this RNA 
was used to genera te a random primed cDN A library in the vector pSST- AM Y .0 using reagents and p rotocols 
from Life Technologies (Super Script Plasmid System, referenced above). In this procedure the double 
stranded cDNA was sized to 500-1000 bp, linkered with blunt to NotI adaptors, cleaved with Sfil, and cloned 
into Sfil/Notl cleaved vector. pSST-AMY.O is a cloning vector that has a yeast alcohol dehydrogenase 
promoter preceding the cDNA cloning sites and the mouse amylase sequence (the mature sequence without the 
secretion signal) followed by me yeast alcohol dehydrogenase terminator, after the cloning sites. Thus, cDNAs 
cloned into this vector that are fiised in fiame with amylase sequence wiU 
appropriately transfected yeast colonies. 
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3. .ifaBafcnaafa and Dctssfta 

DNA from the library described in paragraph 2 above was chilled on ice to which was added 
electrocompetent DH10B bacteria (Life Technologies, 20 ml). The bacteria and vector mixture was then 
dectmporated as recommended by the-maimfactmer. Subsequently, SOC media (Life Technologies, 1 ml) 
was added and the mixture was incubated at 37*C for 30 minutes. The transformants were then plated onto 
20 standard ISO mm LB plates containing ampfcDlin and incubated for 16 hours (37°C), Positive colonies 
were scraped off the plates and the DNA was isolated from the bacterial pdlet using standard protocols, e.g. 

* Csd-gradknt The purified DNA was then carried on to the yeast protocol! below. 

The yeast methods were divided into three categories: (1) Transformation of yeast with the 
plasmkl/cDNA combined vector; (2) Detection and isolation of yeast clones secreting amylase; and (3) PCR 
amplification of the insert directly from the yeast colony and purification of fee DNA for sequencing and 

^ forther analysis* 

The yeast strain used was HD56-5A (ATCC-90785). This strain hat the following genotype: MAT 
alpha, ura3-52, leriM, leo2-l 12, hisMl. Ms3-15, MAL\ SUC* GAL*. Preferably, yeast nntants can be 
employed flat have deficient post^ranstatioiiat pathways. Such mutants may have tnmstocaikm deficient alleles 
in xec71, jac72, sedS2, with truncated secll being most preferred. Alternatively, antagonists (including 
antisease nucleotides and/or Uganda) which interfere with the nonnal operator 

implicated in this post translation pathway (e.g., SEC61p, SEC72p, SECffip, SEC63p, TDJlp or SSAlp-4p) 
or the complex formation of these proteins may also be preferably employed in combination with the amylase- 
expressing yeast. 

Transformation was performed based on the protocol outlined by Gietz et al., Nucl. Acid. Res. . 
20: 1425 (1992). Transformed cells were then inoculated from agar into YEPD complex media broth (100 ml) 
and grown overnight at 30°C. The YEPD broth was prepared as described in Kaiser et al.. Methods in Yeast 
Genegcs., Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 207 (1994). The overnight culture was then 
diluted to about 2 x 10* cells/ml (approx. OD«o=0.1) into fresh YEPD broth (500 ml) and regrown to 1 x 10 7 
cellsAnl (approx. OD^ =0.4-0.5). 

The cells were then harvested and prepared for transformation by transfer into GS3 rotor bottles in 
a Sorval GS3 rotor at 5,000 rpm for 5 minutes, the supernatant discarded, and then resuspended into sterile 
water, and centrifuged again in 50 ml falcon tubes at 3,500 rpm in a Beckman GS-6KR centrifuge. The 
supernatant was discarded and the cells were subsequently washed with LiAc/TB (10 ml, 10 mM Tris-HQ, 
1 mM EDTA pH 7.5, 100 mM LhOOCCHj), and resuspended into UAc/TE (2.5 ml). 

Transformation took place by mixing the prepared cells (100 jd) with freshly denatured single stranded 
salmon testes DNA (Lofetrand Labs, Gaithersburg, MD) and transforming DNA (1 /*g, vol. < 10 fi\) in 
microfoge tubes. The mixture was mixed briefly by vortexing, then 40% PEG/TE (600 jd, 40% polyethylene 
glycoMOOO, lOmM Tris-HCI, 1 mM EDTA, lOOmM L%OOOCH 3 , pH 7S) was added. This mixture was 
gently mixed and incubated at 30°C while agitating for 30 minutes. The cells were then heat shocked at 42°C 
for 15 minutes, and the reaction vessel centrifuged in a microfoge at 12,000 rpm for 5-1 0 seconds, decanted 
and resuspended into TB (500 gd f 10 mM Tris-HQ, 1 mM EDTA pH 7.5) followed by recentrifogation. The 
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cells ira then diluted into TE(1 
prepared in 150 mm growth plates (VWR). * 

Alternatively, instead of nmhiple smaD reactions, tte 
large teak reaction, wherein reagent aim)um were scaled up accordingly . 

The selective medU used was a syn^ 
as described in Kaker et tL . Methods in Yeast flenettei Paid Sprite Harbor Pr^ CjM Spring Hariiflr NY 
p. 208-210 (1994). Transformants were grown at 30 P C for 2-3 days. 

The detection of cokmies secreting amylase was performed by including red starch in the selective 
• growth media. Starch was coupled to the red dye (Reactive Red-120, Sigma) as per the procednre described 
by Bidy ct aL, Anal. Biochem.» 122:176-179 (1988). The coupled starch was incoiporatcd into the SCD-Un 
agar plates m final conccntra^ 
(50*100 mM final concentration). 

The positive colonies were picked and streaked across fresh selective media (onto 150 mm plates) in 
order to obtain well isolated and identifiable singfe colonies. Well isolated single colonies positive fog amylase 
secretion were detected by direct in co t pon ol on of rc^ Positive cokmies 

were determined by their ability to break down starch resulting in a dear halo around die positive colony 
visualized directly. 

4. Isolation of DNA bv PCR Amplification 

When a positive colony was isolated, a portion of it was picked by a toothpick and diluted into sterile 
water (30 /d) in a 96 well plate. At this time, the positive colonies were either frozen and stored for 
subsequent analysis or immediately amplified. An aliquot of cells (5 pi) was used as a template for the PCR 
reaction in a 25 /d volume containing: 0.5 jd Klentaq (Clontech, Palo Alto, CA); 4.0 /d 10 mM dNTP's 
(Perkin Elmer-Cetus); 2.5 /d Kentaq buffer (Clontech); 0.25 /d forward oligo 1 ; 0.25 /d reverse oligo 2; 12.5 
/d distilled water. The sequence of the forward oligonucleotide 1 was: 

5'-7GTAAAACQACGGCGAGTTAAAT^ (SEQIDNOS) 
The sequence of reverse oligonucleotide 2 was: 

5'^GGAAACAGCTATGACCA^^ (SEQIDNO:4) 

PCR was then performed as follows: 



a. 




Denature 


92°C. 




b. 


3 cycles of: 


Denature 


92°C, 


30 seconds 






Anneal 


59°C, 


30 seconds 






Extend 


72°C, 


60 seconds 


c. 


3 cycles of: 


Denature 


92°C, 


30 seconds 






Anneal 


57°C, 


30 seconds 






Extend 


72°C, 


60 seconds 


d. 


25 cycles of: 


Denature 


92°C, 


30 seconds 






Anneal 


55°C, 


.30 seconds 






Extend 


72°C, 


60 seconds 
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e. HUd 4°C 

The underlined regions of die oligonucleotides annealed to the ADH promoter region and tbe amylase 
region, respectively, and amplified a 307 bp region fi^ 

TypkaDy, die first 18 nucleotides of tbe 5* end of these oUgouucleotides contained annealing sites for the 
5 sequencing primers. Thus, the total product of thefts However, 
signal sequence-fused cDN A resulted in considerably longer nucleotide sequences. 

Following the PCR, an aliquot of the rcacti^ 
a 1 % agarose gel using a Trifr-Borate-EDTA (TBE) bufferini system as described by Sambrook et al. » sunn . 
Clones resulting in a single strong PGR pn^ 
10 after purification wiA a 96 Qiaqui^ 

* PXAMPLB 3: Isolation of cDNA Clones Using Sig nal Algorithm Analysis 
Various polypqrtide-encodingm 
sequence finding algorithm developed by Genemech, Inc. (South San Fraadsco, CA) upon ESTs as well as 
IS clustered and assembled EST fragments from public (e.g., GenBank) and/or private (LTJPESEQ* Incyte 
Ph a rm aceutica l s, Inc., Palo Alto, CA) databases. The signal sequence algorithm computes a secretion signal 
score based on the character of tte 

codon(s) (ATG) at die 5'-end of die sequence or sequence fragment under consideration. The nucleotides 
following die first ATG must code for at least 35 unambiguous amino acids without any stop radons.- If the 
20 first ATG has die required amino acids, the second is not examined. If neither meets the requirement, the 
candidate sequence is not scored. In order to determine whether the EST sequence contains an authentic signal 
sequence, the DNA and corresponding amino acid sequences surrounding the ATG codon are scored using a 
set of seven sensors (evaluation parameters) known to be associated with secretion signals. Use of this 
algorithm resulted in the identification of numerous polypeptide-encoding nucleic acid sequences. 

25 

EXAMPLE 4: Isolation of cDNA clones Encoding Human PRQ281 

In order to obtain a cDNA clone encoding PR0281, methods described in Klein et aL, Proc. Natl. 
Acad. Sci. USA 93:7108-7113 (1 996) were employed with the following modifications. Yeast transformation 
was performed with limiting amounts of transforming DNA in order to reduce die number of multiple 

30 transformed yeast cells. Instead of plasmid isolation from the yeast followed by transformation of £1 coti as 
described in Klein et al . , supra . PCR analysis was performed on single yeast colonies. PGR primers employed 
were bipartite in order to amplify the insert and a small portion of the invertase gene (allowing to determine 
that the insert was in frame with invertase) and to add on universal sequencing primer sites. 

An invertase library was transformed into yeast and positives were selected on sucrose plates. Positive 

35 clones were re-tested and PCR products were sequenced. The sequence of one clone, PR0281, was 
determined to contain a signal peptide coding sequence. Oligonucleotide primers and probes were designed 
using the nucleotide sequence of PR028L A full length plasmid library of cDNAs firom human umbilical vein 
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e n rioft dw i m tissue was 

96-wefl round bottom plates. The plates were scaled and pools were grown overnight at 37°C with shaking 
(20ftpm). PCR was performed oa Ac individual cultnres using primers- Agarose gel electrophoresis was 
perfo r med and positive wells were identified by visualization of* band of the expected size. Individual 
positive dom» were obtained ty These 
5 clones were characterized by PCR, restriction digest, and southern blot analyses. 

A full length done was identified that contained a single open reading frame with an apparent 
tramlafrmal initiation site at nucleotide positions 80-82, ami a stop «*gnai nucleotide posittena 1U54117 
(Figure 1, SEQ ID NO:l). The predicted polypeptide precursor is 345 amino acids long, has a calculated 
molecular weight of approximately 37,205 daltons and an estimated pi of approximately 10.15. Analysis of 

10 the fiill-kngth PRQ28 1 sequence shown in Figure 2 (SEQ ID NO£) evidences die presence of the following: 
A asigirfpeptidefromaboutanuroaddlmab^ 
amino add positkm 83 to about aminos^ 
addposUm 14d, from aboot anting 
podtinn 197 toaboot amino add 

IS 238, from about amino add position 245 to about amino add position 265, 
271 fo about amino add position 290 and an amino add seq^ 

receptor proteins from about amino acid 115 to about amino add 155. Clone UNQ244 (DNA16422- 1209) has 
been deposited with ATCC on June 2, 1998 and is assigned ATCC deposit no. 209929. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
20 alignment analysis of the full-length sequence shown in Figure 2 (SEQ ID NO:2), evidenced significant 
homology between die PR0281 amino add sequence and the following Dayhoff sequences: H64634, 
AP033095J, B64815, YBHLJBCOLI, EMEQUTR_1, AF064763_3, S53708, A69253, AF035413_12 and 
S6328L 

EXAMPLE 5: Isolation of cDNA rJnn^t RnrM«i f Hum^ fPQyffi 

In order to obtain a cDNA done encoding PR0276, methods described in Klein et al. t PNAS . 
23:7108-71 13 (1996) were employed with die following modifications. Yeast transformation was performed 
with limiting amounts of transforming DNA in order to reduce the number of multiple transformed yeast cells. 
Instead of plasmid isolation from the yeast followed by transformation of & coU as described in Klein etal., 
SBm, PCR analysis was performed on single yeast colonics. PCR primers employed were bipartite in order 
to amplify the insert and a small portion of the invertase gene (allowing to determine that die insert was in 
frame with invertase) and to add on universal sequencing primer sites. 

An invertase library was transformed into yeast and positives were selected on sucrose plates. Positive 
clones were re-tested and PCR products were sequenced. The sequence of one done, PRQ276, was 
detennined to contain a signal peptide coding sequence. Oligonudeotide primers and probes were designed 
using the nudeotide sequence of PR0276. A full length plasmid library of cDNAs from human fetal liver cells 
wastteed and approximately 100,000 cfo were plated in 192 pools of 500 cfu/pool into 96- well round bottom 
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plates* The plates were sealed and pools wen grown overnight at 37 C widi shaking (200rpm). PGR was 
performed on the individual cultures using primers. Agarose gel electrophoresis was performed and positive 
wells were identified by visualization of a band of the expected size. Individual positive clones were obtained 
bycokHyiiftfoltowedbybybridizati^ These clones were characterized by 

PGR, restriction digest, and southern blot analyses. 

A fiiU length clone was identified that contained a single open reading frame with an apparent 
» translatkmal initiation site at nucleotide positions 180-182 and a stop signal at nucleotide positions 933-935 
(Figure 3; SEQ ID NO:5). The predicted polypeptide precursor is 251 amino adds long has a calculated 
molecular weight of approximately 28,801 daltons and an estimated pi of approximately 9.58. The 
ti ansmembrane domains are approximately at amino acids 98*116 and 152*172 of the sequence shown in Figure 
4CSBQIDNO:6). Clone DNA16435-1208 (UNQ243) has been deposited with the ATCC and is assigned 
ATOC deposit no. 209930 . 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WIW5LAST-2 sequence 
alignment analysts of the fop-length sequence shown in Figure 4 (SEQ ID NO:6), revealed some sequence 
identity between the PRD276 amino add sequence and the following Dayhoff sequences: CBG25D7_2 t 
ATT8Q5J2, S69696, GRHR_RAT f NFCBAABCD3, ABO 13 149 J, PJ185942 and AP000006 5. 

BXAMPIB fr Jxfafrn ftf tf>WA tfw** Pworffaf ttv*m EBQ122 

A clone designated herein as DNA14187 was isolated as described in Exampk 2 above from a human 
retina tissue library. The DNA14187 sequence is shown in Figure 7 (SEQ ID NO:9). Based on die 
20 DNA14187 sequence shown in Figure 7 (SEQ ID NO:9) Y oligonucleotides were synthesized: 1) to identify by 
PCR a cDNA library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the 
full-length coding sequence for PR0189. Forward and reverse PCR primers generally range from 20 to 30 
nucleotides and are often designed to give a PCR product of about 100-1000 bp in length. The probe 
sequences are typically 40-55 bp in length. In order to screen several libraries for a foil-length clone, DNA 
25 from the libraries was screened by PCR amplification, as per Ausubel et al. . Current Protocols in Molecular 
Biology, with foe PCR primer pair. A positive library was then used to isolate clones encoding the gene of 
interest using the probe oligonucleotide and one of the primer pairs. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCR primer S^irGACCTATA^GAGATTCATC-S 1 (SEQ ID NO: 10); and 
30 reverse PCR primer S^AAGAACTiXXXnX^GGATTTT-S 1 (SEQ ID NO: 11). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from die DNA 141 87 sequence 
which had the following nucleotide sequence: 
hyfrrjdgatiQn prpfte 

S'-ATOAAGATCAATTTC^ (SEQ ID NO: 12). 

35 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PRO 1 89 gene using die probe oligonucleotide and one of the PCR primers. 
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RNA for construction of the cDNA libraries was isolated from human retina tissue (LIB94). The 
cDNA libraries used to isolate the cDNA clones were constructed by standard methods using commercially 
available reagents such as those from Iovitrogen. San Diego, CA. The cDNA was primed with oligo dT 
containing a Nod site, linfced 

by gd electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or 
pRKD; pRK5B is a precursor of pRKSD that does noc contain the Sfil site; see. Holmes et al., Science. 
25£ 1278-1280 (1991)) in the unique Xhol and Noti sites. 

DNA sequencing of the clones isolated as described above gave the fulMength DNA sequence for 
PR0189 and Ae derived protein sequence for PR0189. 

The entire nucleotide sequence of DNA21624-1391 is shown in Figure 5 (SEQ ID NO:7). done 
DNA21624-1391 contains a single open reading frame with jm apparent' fr»n«lntW>i Initiation stoat nucleotide 
positions 200402 and eating at the stop codon at nucleotide position ^ The predicted 

polypeptide precursor k3d7«niM The foil-length PR0189 protein shown in Figure 

6 has an estimated mokcular weight of about 41.871 daltons and a pi of about 5.06. Clone DNA21624-1391 
hw been deposited with the ATCC. Regarding the sequence, it is understood thai die deposited clone contains 
the correct seq u enc e , and the sequences provided herein am based <*■ hwwm sequencing techniques 

Analyzing the amino acid sequence of SEQ ID NO: 8, the putative N-glycosylation sites arc at about 
amino acids 224-227, 246-249 and 285-288. A domain for cytosotic tatty-acid binding proteins is at amino 
acids 78-107 of SEQ ID NO:8. The corresponding nucleotides can be routinely determined given die 
sequences provided herein* 

Some sequence identity was found to W01A6. 1 and F35D1 1.11, C. Elegans proteins, designated in 
a Dayhoff database as CEW01A6J0 and CELF35D1111, respectively. Some sequence identity was also 
found to an antigen to malaria and to restin, designated in a Dayhoff database as PR05766 and AF014012J , 
respectively. Some sequence identity was also found to a microtubule binding protein and to myosin, 
designated in a Dayhoff database as AF041382 1 and S07537, respectively. There is also some sequence 
identity with l^bosphatidylinositoW. 5-bisphosphate, designated as PIP1JRAT. 

EXAMPLE 7: Isolation of cDNA clones Enco ding Human PRQ19Q 

A clone designated herein as DNA14232 was isolated as described in Example 2 above from a human 
fetal retina tissue library. The DNA14232 sequence is shown in Figure 10 (SEQ ID NO: 15). Based on the 
DNA14232 sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
die sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO190. Forward and reverse PCR primers generally range from 20 to 30 nucleotides and are often designed 
to give a PCR product of about 100-1000 bp in length. The probe sequences are typically 40-55 bp in length. 
In oider to screen several libraries for a foil-length clone. DNA from die libraries was screened by PCR 
amplification, as per Ausubd ct aL, Current Protocols in Molec ular Biology, with die PCR primer pair a 
positive library was then used to isolate clones encoding the gene of interest using the probe oligonucleotide 
and one of die primer pairs. 



405 



WOWV73454 PCT/USOO/08439 

» 

A pair of PCR primers (forward and reverse) were synthesized: 
feHafljgfcHiBg 5 , -CrATACXnACTGTA<KnTCT*3' (SEQ ID NO: 16); and 
reverse FCR primer S*-TX*GAGAATIttnT^ (SBQIDNO:I7). 
Additionally, a synthetic oligonudcotkte hybridization probe was constructed from tbe DNA14232 sequence 
which had the following nucleotide sequence; 

S'-ACAGTXXritnrAGTC^TCC^ (SEQ ID NO: 18). 

In order to screen severa] libraries for a source of a ftilUeagth dom, DNA from the libraries was 
screened by KR amplification with tte A positive library was then used 

to isolate clones encoding the PRO190 gene us^ 

RNA for construction of the cDNA libraries was isolated from human retina tissue (LIB94). The 
A cDNA Ubrarks used to isolate the cDNA clones were constructed by standard methods using commercially 
available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with oHgo dT 
containing a Nod site, Hnbrf with bh^ 

by gri electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or 
pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; see. Holmes et ah, Science. 
23:1278-1280 (1991)) in the unique Xhol and Nod sites. 

DNA sequencing of the clones isolated as described above gave sequences which include the full- 
length DNA sequence for PRO190 (herein designated as DNA23334-1392] (SEQ ID NO; 13) and the derived 
protein sequence for PRO190. 

Hie entire nucleotide sequence of DNA23334-1392 is shown in Figure 8 (SEQ ID NO: 13). Clone 
DNA23334- 1392 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
positions 193-195 and which ends at foe stop codon at nucleotide positions 1465-1467 (Figure 8). Hie 
predicted polypeptide precursor is 424 amino acids long (Figure 9). The full-length PRO 190 protein shown 
in Figure 9 has an estimated molecular weight of about 48,500 daltons and a pi of about 8.65. Clone 
DNA23334-1392 has been deposited with foe ATCC. Regarding the. sequence, it is understood that the 
deposited clone contains the correct sequence, and the sequences provided herein are based on known 
sequencing techniques. 

Analyzing foe amino acid sequence of SEQ ID NO: 14, the putative transmembrane domains are at 
about amino adds 16-36, 50-74, 147-168, 229-250, 271-293, 298-318 and 328-368 of SEQ ID NO: 14. N- 
gjycosylatkm sites are at about amino adds 128-131 , 204-207, 218-221 and 274-377 of SEQ ED NO: 14. The 
corresponding nucleotides can be routinely determined given the sequences provided herein.' 

PRO190 has sequence identity with at least the following Dayhoff sequences designated as: 
CBZK896 2, JC5023, GMS1 JSCHPO and S44668. 

PEAMPm 3: M$m of d>NA stows Ending asm JWHI 

A done designated herein as DNA 12920 was isolated as described in Example 2 above from a human 
placenta tissue library. The DNA12920 sequence is shown in Figure 13 (SEQ ID NO:21). The DNA12920 
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sequence was then compared to various EST databases including public EST databases (o.g.» GenBank), and 
a jropriettry EST database (U^^ 
sequences. The comparison was 

Method* In jBBmaatoK. 26fr4«M80 Tfcwecomparisomresdtingfa^ 
some cases, 90) or greater that did not encode Iouwd proteins wro 

DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle Washington). This 
consensus sequence is herein designated DNA25314. Oligonucleotide pikers based upon the DNA25314 
sequence woe then synthesized and employed to screen a human placenta cDNA library which resulted in the 
identification of the DNA26288-1239 done shown in Figure 11. The cloning vector was pRK5B (pRK5B is 
a precursor of pRK5D that does not contain the Sfil site; see, Holmes et at, Sdwraj, 252:1278-1280 (1991)), 
and the cDNA size cut was less than 2800 bp. 

A full length done was identified that contained a single open reading frame with an apparent 
translational initial 

(Figure II, SEQ ID NO: 19). The predicted polypeptide precursor b 458 ai^ 

molecular wdght of approxii^ Analysis of the 

foil-length PR034 1 sequence shown in Figure 1 2 (SEQ ID NO-.20) evidences the presence of the Mowing: 

a signal peptide from about amino add 1 to about amino acM 17, transmembrane dom^ 

arid 171 to about amino arid 190, from abom a 

259 to about amino add 275, from about amino arid 286 to abotf^ 

to about amino acid 335, from about amino acid 353 to about amino acid 378 and from about amino acid 396 
to about amino acid 417 and potential N-glycosylation sites from about amino acid 145 to about amino arid 
147 and from about amino acid 155 to about amino arid 158. Clone DNA26288-1 239 has been deposited with 
ATCC on April 21; 1998 and is assigned ATCC deposit no. 209792. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of die fiill-length sequence shown in Figure 12 (SEQ ID NO.20), evidenced homology 
between die PRG34 1 amino arid sequence and die following Dayhoff sequences: S75696, H69788, D69852 , 
A69888. B64918, F64752, LWJ89276J, G64962, S52977 and S44253. 

EXAMPLE 9: Isolation of cDNA donga Rnmrfm f yfiim^ n f^ftlftft 

A clone designated herein as DN A 1 2922 was isolated as described in Example 2 above from a human 
placenta tissue library. The DNA 12922 sequence is shown in Figure 16 (SEQ ID NO:24). The DNA12922 
sequence was then compared to various EST databases including public EST databases (e.g. , GenBank), and 
a proprietary EST database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify homologous EST 
sequences. The comparison was performed using the computer program BLAST or BLAST2 [Altschul et al. , 
Mflfcoda m Bnrmirotogy, 266:460480 (1996)]. Those comparisons resulting in a BLAST score of 70 (or in 
some cases, 90) or greater that did not encode known proteins frere clustered and assembled into a consensus 
DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle. Washington). 
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Am oligonucleotide probe was formed based upon the consensus sequence obtained above. This probe 
had the following sequence. 

S'-AOCTCyrrAQAAATGTGGTGOTTO (SEQ ID NOS5). 

This probe was used to screen a human placenta library prepared as' described in paragraph 1 of Example 2 
above. The cloning vector was pRK5B (pRK5B is a precursor of pRK5D that does not contain tbe Sfil site; 
5 sec Holmes et aL. Science, 253:1278-1280 {1991ft. and the cDNA size cut was less than 2800 bo. A done 
designated herein as DNA2684M389 was obtained. 

IT* entire nucleotide sequence of DNA26843-1389is shown in Figure 14 (SBQ ID NCh22). Clone 
DNA26843-1389 contains a sin g l e open reading frame wMi y« *rfw*l tranatotfanaJ h ritf atfcrn stoatnudeotidn 
positions 121-123 and ending at tho stop codon at nucleotide positions 919-921 (Figure 14). The predicted 
10 polypeptide precursor is 266 ami^ figure 15). The full-length PRO180 protein shown in Figure 

m 15 hasanestSmatednwleciilar weights 
has been deposited with the ATCC. Regarding the sequence, it is understood that the deposited done con^^ 

SdQ analyzing die amino add sequence of SEQ ID NO£3, the transmembrane domains are at about 
15 amino acids 13-33 (type 10. 54-73, 94-113, 160*180 and 122-141 of SEQ ID NO:23. N-myristoylation sites 
are at about amino adds 57-62, 95-100, 99-104, 124-129 and 183-188 of SEQ ID NO£3. The corresponding 
nucleotides can be routinely determined given the sequences provided herein. 

An analysis of die Dayboff database (version 35.45 SwissProt 35) , using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 15 (SEQ ID NO:23), evidenced some sequence 
20 identity between the PRO 180 amino add sequence and the following Dayboff sequences: CEC33A1 1_2, 
CEG11E6 5, CELW03A5J AND PEU83861 2 (NADH dehydrogenase subunit 4L, mitochondrion). 

EXAMPLE 1Q: fapjafiaa Of cDWA done^ Hwnaq PRQ194 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

25 in Example 1 above. This consensus sequence is herein DNA19464. Based on the DNA19464 consensus 
sequence, oligonudeotides were synthesized: 1 ) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a done of the full-length coding sequence for PR0194. PCR 
primers (forward and reverse) were synthesized based upon the DNA19464 sequence. Additionally, a 
synthetic oligonucleotide hybridization probe was constructed from the consensus DNA19464 sequence. 

30 In order to screen several libraries for a source of a foil-length done, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PR0194 gene using die probe oligonucleotide and one of die PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal lung tissue (UB25). 

DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 

35 PR0194 (herein designated as DNA26844-1394] (SEQ ID NO:27) and the derived protein sequence for 
PR0194. 
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The entire noclcotide sequence of DNA26844-1394 is shown in Figure 17 (SEQ ID NO:27). Clone 
DNA26844-1394containsasingkopejirea^ 

positions 81-83 and coding at fee stop codon at nacfcotkto positions 873-873 (Figure 17). The predicted 
polypeptide precursor is 264 amino adds long (Figure 18). The full-length PR0194 protein shown in Figure 
18 has an estimated molecular weight of about 29,665 dabons and a pi of about 9.34. Analysis of feefiill- 
kngth PR0194 sequence shown in Figure 18 (SEQ ID NCK28) evidences the presence of various important 
polypeptides domain* as shown in Figure 18. QoneDNA26844-13WhasbeendepositedwiAATCConJune 
2, 1998 and is assigned ATOC deposit no. 209926. 

Analysis of the amino add sequence of the foIHengfePR0194 polypeptide suggest 
exhibit si gnifi can t sequence similarity to any known human protein However, an analysis of the Dayhoff 
database (version 35.45 SwissPtot 35) evidenced some homology between to 

and fee Mowing Dayhoff sequences, HUMCHfcFTJ, CET07F10_5, ATFCA9_12, F64934, YDJX_ECOU, 
ATAF00O65719F29G2O.19, H700Q2, S76980, H64934 and S76385. 

BSAMPIfl 11: tototion of cPNA ctora Jfrmtfnf ffmmm FRfigB 

A done designated herein as DNA15618 was isolated as described in Example 2 above from a human 
fetal tang tissue library. The DNA15618 sequence is shown in Figure 21 (SEQ ID NCh31). Oligonucleotide 
probes were generated from the sequence of the DNA15618 molecule and were used to screen a human fetal 
htnj Kbiary (UB26) prepared as described in paragraph 1 of Example 2 above. The cloning vector was 
pRKSB (pRK5B is a precursor of pRK5D feat does not contain fee Sfil site; see, Holmes et al.. Science. 
252:1278-1280 (1991)), and fee cDNA size cut was less than 2800 bp. 

A foil length done was identified that contained a single open reading frame wife an apparent 
translationai initiation site at nucleotide positions 159-161 and ending at the stop codon found at nucleotide 
positions 1200-1202 (Figure 19; SEQ ID NO:29). The predicted polypeptide precursor is 347 amino acids 
long, has a calculated molecular weight of approximately 39,870 daltons and an estimated pi of approximately 
6.76. Analysis of fee full-length PRO203 sequence shown in Figure 20 (SEQ ID NO30) evidences fee 
presence of the following: a type II transmembrane domain at about amino acid 64 to about amino acid 87; 
possible N-glycosyladon sites at about amino acid 147 to about amino add 150, about amino add 1 55 to about 
amino acid 158, and about amino add 237 to about amino acid 240; sequence identity wife heavy-metal- 
associated domain proteins at about amino actf 23 to about amino add 45,^ 

spedfic2-hydroxyacid dehydrogenase at a^ Clone DNA30862-1396 

was deposited wife the ATCC on June 2, 1998, and is assigned ATCC deposit no. 209920. 

Analysis of the amino acid sequence of fee foil-length PRO203 polypeptide suggests that it possesses 
sequence similarity to GST ATPase, thereby indicating that PRO203 may be a novd GST ATPase. More 
specifically, an analysis of fee Dayhoff database (version 35.45 SwissPtot 35) evidenced homology between 
the PRO203 amino add sequence and fee following Dayhoff sequences, AF008124J, CFRCD1GENJ, and 
PJK2S66. 
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BXAMBLB 12; MMtea of fiBHA dm BsmBm Human EBQ2SQ 

Anixpresscd sequence tag (EST) DWA database (LJFBSEQ* Incyte Pharmaceuticals, Palo Ate, CA) 
was searched and an EST was identified that had homology to bdge and FAN. An oUgomideotide probe based 
upon the identified EST sequence 

in an attempt to identify a full-length cONA clone. The oligonucleotide probe had the following sequence: 
5 5' TGACTGCACTACCCCGT^ (SEQ ED NCh34). 

RNA for construction of cDNA libraries was isolated from human fetal kidney tissue. ThecDNA 
libraries used to isolate the cDNA clones encoding human PRO290 were constructed by standard methods 
using commercially available reagents such m those from Invi^ ThecDNA was primed 

with ol^dT containing a Nod site, linked with bh^ 
XO ap propriately by gel d ecttophoiesM^ and cloned in & defined orientation into a suttahle cloni ng vector (such 
as pRKB or pRKD; pRK5B is a precursor of pRKSD that does not contain the Sfil site; see, Holmes et al., 
* Science 253: 1278-1280 (1991)) in the unique Xhol and Nod. 

A cDNA done was identified and sequenced in entirety. The cadre nucleotide sequence of 
DNA35680-1212 is shown in Figure 22 (SEQ ID N032). done DNA35680-1212 contains a single open 
15 reading frame with an apparent translation*! initiation site at nucleotide positions 293-293, and a stop codon 
at nucleotide positions 3302-3304 (Figure 22; SEQ ID NCfc32). The predicted polypeptide precursor is 1003 
amino adds long. 

It is currently believed dial the PRO290 polypeptide is related to FAN and/or beige. Clone 
DNA3568M212 has been deposited with ATCC and is assigned ATCC deposit no. 209790. It is understood 
20 that the deposited done has the actual correct sequence rather than the representations provided herein. The 
full-length PRO290 protein shown in Figure 23 has an estimated molecular weight of about 1 12*013 daltons 
and a pi of about 6.4. 

EXAMPLE 13: Isolation of cDNA Clone* Encoding Human PROR74 
25 A consensus DNA sequence designated herein as DNA36459 was identified using phrap as described 

in Example 1 above. Based on the DNA36459 consensus sequence, oligonudeotides were synthesized: l)to 

identify by PCR a cDNA library that contained die sequence of interest, and 2) for use as probes to isolate a 

done of the coding sequence tor PR0874. 

PCR primers (forward and reverse) were synthesized: 
30 forward PCR primer 5 , -^XX^tKXXZAGGGGC^GATOTG€>3 , (SEQ ID NO:37); and 

reverse PCR orimer S'-GTCTTTACXX^^ (SEQ ID NO:38). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36459 

sequence which had die following nudeotide sequence: 

hytoMffi«"frn, PfffthC 

35 y-CXKXHAATCCAACCnTC^^ (SEQ ID NO:39). 

In order to screen several libraries for a source of a done, DNA from the libraries was screened by 
PCR amplification with the PCR primer pair identified above. A positive library was then used to isolate 
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clones encoding the PR0874 gene using the probe oligonucleotide and ons of the FCR primers. RNA for 
construction of the cDNA libraries was isolated from human fetal lung time (LIB25). 

DNA sequencing of the clones Isolated as described above gave the DNA sequence for PR0874 
[herein designated as DNA4062 1-1440] (SEQ ID N035) and the derived protein sequence for PR0874. 

The entire nucleotide sequence of DNA40621-1440 is shown in Figure 24 (SEQ ID NO:35). Clone 
5 DNA40621-1440containsasingleop« 

(Figure 24). The predicted polypeptide encoded by DNA40621-1440 is 321 amino acids long (Figure 25). 
The PR0874 protein shown in Figure 25 has an estimated molecular wdg^^ 

ofabooc9.85. Analysis of the PR0874 sequence shown in Figure 25 (SEQ ID NO:36) evidenced the presence 
of die following: a type H transmembrane domain at about amino adds 57-80; additional transmembrane 
10 domains at about amino acids 1 10-126, 215-23 1 , and 254-274; potential N-glycosylation sites at about amino 
m adds 16-19, 27-30, and 289-292; sequence identify wifo hypothetical YBR^^ 

adds 276-287; and sequence identity with ammonium transporter proteins at about amino adds 204-230. 
done DNA40621-1440 was deposited with the ATCC on June 2, 1998, and is assigned ATCC deposit no. 
209922. 

15 Analysisofthe amino add sequence of the PROS74 polypeptide suggests diatk is a novdnnilti-span 

s protein. However, an analysis of the Day ho ff database (version 35.45 SwissProt 35) evidenced 
> identity between the PR0874 amino acid sequence and the following Dayhoff sequences: S67049, 
AF054839J. S73437, S52460. and HIVU80570J. 

20 EXAMBLE H4: l$Qlf>fr>n of cDNA Qop^ Ending flyman ESQZlfl 

A yeast screening assay was employed to identify cDNA clones that encoded potential secreted 
proteins. Use of this yeast screening assay allowed identification of a single cDNA done whose sequence 
(herein designated as DNA38190) is shown in Figure 28 (SEQ ID NO:42). Based on theDN A38 1 90 sequence 
shown in Figure 28, oligonucleotides were synthesized; 1) to identify by PGR a cDNA library that contained 

25 die sequence of interest, and 2) for use as probes to isolate a done of the foil-length coding sequence for 
PRO710. In order to screen several libraries for a ftill-length clone, DNA from the libraries was screened by 
PCR amplification, as per Ausubel eta!., Curyeft Protocols in Molecular PiotoRV> with the PCR primer pair. 
A positive library was then used to isolate clones encoding the gene of interest using the probe oligonucleotide 
and one of foe primer pairs. 

30 PCR primers (forward and reverse) were synthesized: 

forward PCR primer 5 , -TIXXGCAAAGAGTTCTACGAGGTG(^3 , (SEQIDNO:43) 
reverse PCR primer 5'-ATTGACAACATTGACTGGCCTATGGG-3 , (SEQ ED NO:44) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA38190 sequence 
which had the following nucleotide sequence 

35 hyftn^tfrnp^ 

5*-<fItXlATGCnntjTGTGCGTt^^ (SEQ ID NO:45) 
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In order to screen several libraries for a souito of a foil-length done, DNA from the libraries was 
screened PCR amplification with the PCR primer pafr identified above. A positive library was then used 
to isolate ckmes encoding tto 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (UB227). 
ThecDNA libraries used to isolate the cDNA clones were constructed by sc^^ 
5 available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with oligo <JT 
containing a Notf site, linked wi^ 

by gd electrophoresis and cloned in a defined orientation into a suitable cloning vector (such as pRKB or 
pRKD; pRK5B is a precursor of pRK5D that does a* contain the Sfil site; see, Holmes et aL, Science, 
2£k 1278-1280 <1991))intheumqoeXhoI 
10 A fell length done was identified that contained a angle open reading frame with an apparent 

^ transhtional initiation site at nucleotide positions 67-69 and ending at the stop codem found at nucleotide 
positions 1765-1767 (Figure 26, SBQ ID NO:40). The predicted polypeptide precursor is 566 amino acids 
ta^hasacstailatedmolec^ 

5.44. Analysis of the full-length PRO710 sequence shown in Figure 27 (SEQ ID N&41) evidences die 
15 presence ofthe following: a signal pc|^ from 

dmnain from abom amino add 454 to about amino add 47 
signature sequence from about amiro acid 6 to about amino a^ 

about amino acid 111 to about amino acid 114, from about amino acid 146 to about amino acid 149 and from 
about amino acid 292 to about amino add 295. Clone DNA44161-1434 has been deposited with ATCC on 

20 May 27, 1998 and is assigned ATCC deposit no. 209907. 

Analysis of the amino acid sequence of the foil-length PR07 1 0 polypeptide suggests that it possesses 
significant sequence similarity to the CDC45 protein, thereby indicating mat PRO710 may be a novel CDC45 
homolog. More specifically; an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between die PRO710 amino add sequence and the following Dayhoff sequences, 

25 HSAJ3728J, CEF34D10J, S64939, UMU5Q276J, TRHYJSHEBP, CELT14B8J. RNA1_YEAST, 
LVU89340J, HSU80736_1 and CEZK337_2. 

EXAMPLE 15: Isolation of cDN A clnira EBSOflfog ffiyny m PROU51 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
30 in Example 1 above. This consensus sequence is herein designated DNA40665 . Based on foe DNA40665 
consensus sequence, oligonucleotides were synthesized: 1 ) to identity by PCR a cDNA library that contained 

the sequence of interest, and 2) for use as probes to isolate a clone of the foil-length coding sequence for 
PROH51. 

PCR primers (forward and reverse) were synthesized: 
35 forward PCR orimer 5*X^KGACG€TVGcrrc^rrcnA A Aflfiryrrvi ' (SEQ ID NO:48) 

OTM fCR Prima: 5 , -OO^XXXXXy^AGGCCAGaTOCAGC■3 , (SEQIDNO:49) 
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A rtdhfanaWy , a synthetic oligonucleotide hybridization ptobe was constructed from the consensus DNA4Q665 
sequence which had tbe following nucleotide sequence 
hvbrfcfiHttfrm probe 

S'-^TACTIXnTCAGOCTCAATGTGCAC^ (SEQ ID NO^O) 

In order to screen several libraries for a source of a fidUengdi clone, DN A from the libraries was 
5 screened by POEL amplification with ^ PGR primer pafridenlifi^ above. A positive library was then used 
to isolate clones encoding the PR01151 gene using the probe oligonucleotide and one of the PCR primers. 
UNA for construction of die cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the fall-length DNA sequence for 
PR01151 (designated herein as DNA44694-1500 [Figure 29, SEQ ID NO:46]; and the derived protein 
10 sequence for PROl 151. 

The entire nucleotide sequence of DNA44694-1500 is shown in Figure 29 (SEQ ID NO:46). done 
DNA446°4-150Q contalm a rfngte open reading frame with an apparent t rflnri i tin n al miriari/^ ^ ftt mrt ^i ^ 
positions 272-274 and endmg at 6^ st^ (Figure 29). The predicted 

polypeptide precursor b 259 amn^ 
15 30 has an estimated molecular weight of about 28.770 dahons and a pi of about 6.12. Analysis of the full- 
length PRO 1 15 1 sequence shown In Figure 30 (SEQ ID NO:47) evidences die presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 20, a potential N-gtycosylatkm site from about 
amino add 72 to about amino add 75 and amino add sequence blocks having homology to Clq domain- 
containing proteins from about amino acid 144 to about amino acid 178, from about amino add 78 to about 
20 amino acid 111 and from about amino add 84 to about amino acid 117. Clone UNQ581 (DNA44694- 1500) 
has been deposited with ATCC on August 11, 1998 and is assigned ATCC deposit no. 203114. 

An analysis of the Dayboff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 30 (SEQ ID NO:47), evidenced significant 
homology between the PROl 151 amino acid sequence and the following Dayhoff sequences: ACR3_HUMAN, 
25 HP25JTAMAS, HUMC1QB2J, P_R99306, CA 1 F_HUMAN, JX0369, CA24_HUMAN, S32436, PJR28916 
and GA54_HUMAN. 

EXAMPLE 16: Isolation of cDNA pjong Bncndfry Hjiman PRQ1282 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
30 in Example 1 above. This consensus sequence is designated herein as DNA33778. Based on theDN A33778 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 

the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01282. 

PCR primers (forward and reverse) were synthesized: 
35 forward PCR nrimer 5'TCrrrC^GaXXnTGCGCAACCIC3' (SEQ ID NO:53); and 
reverse PCR primer S TTGCTCAC^TXX^GCnXXTCC^ (SEQ ED NO:54). 



413 



WOW73454 



PCT/US00/&8439 



Additionally, a synthetic oligonucleotide hybridization probe was constructed from die consensus 
DNA33778 sequence which had tfae following nucleotide sequence: 
hybridization probp 

5 # TGOATOTKnO^GACAACC^ (SEQ ID NO-J5). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with die PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PR01282 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal liver. 

DNA sequencing of the clones isolated as described above gave die AiD-length DNA sequence for 
PR01282 (designated herein as DNA45495-1550 (Figure 31 9 SEQ ID NO:31J; and the derived protein 
sequence for PR01282- 

The entire coding sequent* of PROI282 is shown in Figure 31 (SEQ ID NOrfl). Clone DNA45495- 
1530 ecM<aiMash^ open reacBng frame with an apparent transhtional initiation site at nucleotide positions 
120-122, and an apparent stop codon at nucleotide positions 2139-2141 (SEQ ID NOJl). The predicted 
polypeptide precursor is 673 amino adds tag. The signal peptide is at about amino adds 1-23; die 
transmembrane domain is at about amino adds 579^599; an EGF-like domain cysteii» pattern signature starts 
at about amino acid 430; and kucitt 

see Figure 32. Clone DNA45495-1550 has been deposited with the ATCC and is assigned ATCC deposit no. 
203156. The foil-length PR01282 protein shown in Figure 32 has an estimated molecular weight of about 
71 ,655 daltons and a pi of about 7.8. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 32 (SEQ ID NO:52), revealed sequence identity 
between tfae PRO 1282 amino acid sequence and the following Dayhoff sequences (data from database 
incorporated by reference): AB007876J, RNPLGPVJ, MUSLRRP 1, ALS_PAPPA, AC004142J, 
ALSHUMAN, AB014462J, DMTARTANJ. HSCHON03J and S46224. 

EXAMPLE 17: Isolation of cDWA clones Encodi ng Human FRQ35K 

Using the method described in Example 1 above, a single EST sequence was identified in the Incyte 
database, designated herein as INC31 15949. Based on the INC3 1 1 5949 EST sequence, oligonucleotides were 
synthesized to identify by PCR a cDNA library that contained die sequence of interest and for use as probes 
to isolate a clone of the full-length coding sequence for PR0358. 

A pair of PCR primers (forward and reverse) were synthesized: 
forwwd PCR primes 5 * -TCCC ACCAGGTATCATAAACTG AA-3 ' (SEQIDNO:58) 
reverse PCR printer 5 '-TTATAO Af? A ATfTrtTTTY^TiP ATP AGAGA-3 * (SEQIDNO:59) 
A probe was also synthesized: 

5*-AAAAAGCATACTTGOAATGGCCCAAGOATAGQTGTA (SEQ ID NO:60) 

In order to screen several libraries for a source of a foil-length clone, DNA from the 1 ibraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
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to isolate done* encoding tbe PR0358 gene ^topntodiffmdeomrt&rftoKRptiBieK 
1WA for constniction of the cDNA libraries was isolated from human bone marrow (UB256). The cDNA 
hljrariesus^toisolatedtbocDNAcloijesww 

reagents juch ta those from Invitrogen, San Diego, CA. Tbe cDNA was primed with oligo dT containing a 
NotI aite, linked wilh bhmt to Sail hemiHre nc d adaptors, cleaved with NoO, sized appropriately by gel 
electioph(>resis.and<5lc^m^ 

pIUOBBaprecursor of pRTOD that does n^ see. Holmes a al.. Science- ^2:1278-1280 

(1991)) in the unique Xhol and NotI sites. 

sequencing of the clones isolated aa described 
PR0358 (Figure 33, SEQ ID NO.56) and the derived protein sequence fix PR0358 (Figures 34, SEQ ID 
NO-STf. 

Tl» entire rajcleotide sequel 
IDNO-.S6). Ctone DNA4736T-1154 contains a single open reading frame with an apparent translation^ 
initiation site (ATQ start signal) at nucleotide positions underlined in Figure 33. The predicted polypeptide 
precurior i. 811 annw adds 
d<>niaffl(airiiM acids 20to575 

apunmvetraiismembranedoiru^^ Clone DNA47361-1249 has been deposited with 

ATCC and is assigned ATCC deposit no. 209431. 

VmmM 18: Isolation of cDNA cjojies P^«w»n ff Human PRomn 

A consensus DNA sequence was assembled relative toother EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein as DNA37164. Based on the DNA37164 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the foil-length coding sequence for 
PRO1310. 

PCR primers (forward and reverse) were synthesized: 
fowM PCJS primer 5'GTTCTCAATCAGCTACCCOTCCCX3 , (SEQ ID NO:63) and 
reverre fCft prinier5 'CGCGATGTAOTGQAACTCGGGCTC3 ' (SEQ ID NO:64). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA47394 sequence whteh had the following nucleotide sequence: 



5'ATtXXK*TAAACCerCAG^^ (SEQ m m:&) 

In order to screen several libraries for a source of a rull-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones eiicoding the PRO1310 ger* using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated trom human fetal liver tissue. 

DNA sequencing of me clones isolated as described above gave the foil-length DNA sequence for 
PRO1310 and the derived protein sequence for PRO1310. 
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The entire coding sequence of PRO1310 is shown in Figure 35 (SEQ ID NO:61). Clone DNA47394- 
1572 caatainstringte open rea^ 

326-328, and an parent stop codon at nucleotide positions 2594-2596 (SEQ ID NCh61). The predicted 
polypeptide precursor is 765 amino acids long. The signal peptide is at about amino acids 1-25 of SEQ ED 
NOtfL Clone DNA47394-1572 has been deposited with ATCC and is assigned ATCC deposit no. 203109. 
The fiiB-iength PRO1310 protein shown in Figure 36 has an estimated molecular weight of about 85,898 
dahoos and a pi of about 6.87. 

An analysis of the Dayhoff database (version 35 .45 SwissProt 35), using a WU-BLAST-2 sequence 
aKgnneitanalyah^^ 

between the FR013 10 amino acid sequence and die following Dayhoff sequences: AF017639J, P W36817, 
JC5256, CBPHHUMAN, MMU23184J, CBPNHUMAN, HSU8341 1 J, CEF01D4J7, RNU62897_1 and 

p^wiiasL 

BXAMPLB 19: Isolation of eDMA QfflH B"«v««f ^ 

A yeast screening assay was employed to identify cDNA clones that encoded potential secreted 
proteins. Use of this yeast screening assay allowed identification of a single cDNA clone whose sequence 
(herein designated as DNA39906) is shown in Figure 39 (SEQ ID NO:68). Based on the DNA39906 sequence 
shown in Figure 39. oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) fix use as probes to isolate a clone of the full-length coding sequence for 
PR0698. In order to screen several libraries for a foil-length clone, DNA from the libraries was screened by 
PCR amplification, as per Ausubel et aL, Current Protocols in Molecular Btolopv. with the PCR primer pair. 
A positive library was then used to isolate clones encoding the gene of interest using the probe oligonucleotide 
and (Me of the primer pairs. 

PCR primers (forward and reverse) were synthesized: 
forward PCR prjmey 5'-AGCTGTGGTCATGGTGGTOTGQ^^ (SBQIDNO:69) 
reverse PCR primer 5*-CrACCTTGGCCATAGGTGATCCGC-3' (SEQIDNO:70) 
Additionally , a syndic oligonucleotide hybridization probe was constructed from the consensus DNA39906 
sequence which had die following nucleotide sequence 
hybridization probe 

5^CMiCAGCAAACCGTCTXnXKnTX*^ (SEQ ID NO:71) 

In order to screen several libraries for a source of a full-length clone, DNA ftom the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PR0698 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human bone marrow tissue (LB255). The 
cDNA libraries used to isolate die cDNA clones were constructed by standard methods using commercially 
available reagents such as those from hwitrogen, San Diego, CA. The cDNA was primed with oligo dT 
containing a Nod site, linked with bhint to Sail hmikinased adaptors, cleaved with NotI, sized appropriately 
by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or 
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pRBD; pRK5B is a precursor of pRK5D that docs not contain the Sfil she; see. Holme* ct ai., Science. 
253:12784280 (1991)) in die unique Xhol and Nod sites. 

A full length clone was identified that contained a stogie open reading frame with aa apparent 
transJatkoal initiation site at nucleotide positions 14-16 and ending at the stop eodoo found at nucleotide 
positions 1544-1546 (Figure 37, SEQ ID NO.66). The predicted polypeptide precursor b 510 amino acids 
long, has a calculated molecular weight of approximately 57,280 daltons and an estimated pi of approximately 
5.61. Analysis of the fan-length PR0698 sequence shown in Figure 38 (SEQ ID NO:67) evidences the 
presenceof the following: a signal peptide from about amino acid 1 to about amino add 20, potential N- 
gtycosyktkm sites from about amino acid 72 to about amino acid 75, from about amino add 1 36 to about 
amino add 139, from about amino acid 193 to about amino acid 196, from about amino add 253 to about 
amino add 256, from about amino add 352 to about amino add 355 and from abottamiin add 411 to about 
m amiiw add 414 an amino add block h 
add 20 to about amino add 39 and an amino add bkK± having homology to the 

from ab« amino acid 338 to about amino add 365. done DNA48320-1433 has been deposited with ATCC 
on May 27, 1998 and is assigned ATCC deposit no. 209904. 

Analyst of the amino add sequence of the fall-length PR0698 polypi 
significant sequence similarity to die olfectomedin protein, thereby indicating that PR0698 may be a novel • 
oifectomedmhomolog. More spedficaUy, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between die PR0698 amino add sequence and die following Dayhoff 
sequences, OLFMJtANCA, 173637, AB006686S3J, RNU78105J, RNU72487_1, P_R98225, 
CELC48E7_4; CEF1 1C3_3, XLU85970J and S42257. 

EXAMPLE 20: Isolation of cDNA CWs Enc^dinfr frf^ n PRQ732 

A yeast screening assay was employed to identify cDNA clones that encoded potential secreted 
proteins. Use of this yeast screening assay allowed identification of a single cDNA clone whose sequence 
(hereindesignated as DNA42580) is shown in Figure 45 (SEQ ID NO:77). The DNA42580 sequence was thai 
compared to a variety of known EST sequences to identify homologies. The EST databases employed included 
public EST databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ™, Incyte 
Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program BLAST or BLAST2 
(Ahsfadaal.,Mfl^ 

EST sequence. Those compariscms resulting in a BIASTscorc of 70 (or m 

not encode known proteins were clustered and assembled into consensus DNA sequences with the program 
"phrap* (Phil Green, University of Washington, Seattle, Washington). 

Using the above analysis, a consensus DNA sequence was assembled relative to other EST sequences 
usingphrap. This consensus sequence is herein designated consenOl. Proprietary Genentech EST sequences 
were employed in the consensus assembly and they are herein designated DNA20239 (Figure 42; SEQ ID 
NO:74), DNA38050 (Figure 43; SEQ ID NO:75) and DNA40683 (Figure 44; SEQ ID NO:76). 
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Based on the consenO 1 sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA 
library Hut contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length 
coding sequence for PR0732. Forward and reverse PGR primers generally range from 20 to 30 nucleotides 
and no often designed to give a PCR product of about 100-1000 bp in length. The probe sequences are 
typically 40-55 bp in length. In some cases, additional oligonucleotides are synrhes^ when the consensus 
sequence is greater than about 1-1 Stop, fa order to screen Uhrarieafbra full-length rtm*. DMA from 
the libraries was screened by PCR amplification, as per Ansubel el al. f Cortent Protocols in Molecular 
lig^gy, with the PCR primer pair. A positive library was then used to isolate clones encoding the gene of 
interest using tho probe oligonucleotide and one of the primer pain* 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer ^ATQTTTGTtr^ <SEQIDNO:78) 
^ forwaM PCR Primer 5*-GTCAACATGCTCCIXnX3C.3 4 (SBQIDNO:79) 

rcvfflo PCR primg 5^aatccattgtccact^ cseq id NOtso) 

reverse PCR primer 5'^AGCATCXX^<XACTGGACTCAC^3^ (SEQIDNO:81) 
Aotfttaalty, a synthetic 

sequence which had the following nucleotide sequence 

5 , -GCXMATGCKnXXn , AGTCGAAAC^ (SEQ ID 

NO:82) 

In order to screen several libraries for a source of a foil-length clone, DNA from die libraries was " 
screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
to isolate clones encoding the PR0732 gene using the probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal lung tissue (LIB26). The 
cDNA libraries used to isolate the cDNA clones were constructed by standard methods using commercially 
available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with oligo dT 
containing a NotI site, linked with blunt to Sail hemikmascd adaptors, cleaved with NotI, sized appropriately 
by gd electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or 
pRKD; pRK5B is a precursor of pRK5D that does not contain the Sill site; see, Holmes et al. v Science . 
252:1278-1280 (1991)) in the unique Xhol and Nod sites. 

A foil length clone was identified that contained a single open reading frame with an apparent 
transitional initiation site at nucleotide positions 88-90 and ending at the stop codon found at nucleotide 
positions 1447-1449 (Figure 40, SEQ ID NO:72). The predicted polypeptide precursor is 453 amino acids 
long, has a calculated molecular weight of approximately 50,419 daltons and an estimated pi of approximately 
5.78. Analysis of the fell-length PR0732 sequence shown in Figure 41 (SEQ ID NO:73) evidences the 
presence of die following: a signal peptide from about amino acid 1 to about amino acid 28, transmembrane 
domains from about amino acid 37 to about amino acid 57, torn about am 
fiom about amino add 126 to about amino acM 148, fern about ai^ 

about amino acid 197 to about amino acid 215, from about amino acid 231 to about amino acid 245, from about 
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amino add 260 to about amino add 279, from about amino add 315 to about amino add 333, from about 

amino add 384 to about amino add 403 and from atkmt amino add 422 to about 

glyceaybtkmsites from about amino acU 33 to about am^ 

add 37, fcra about amino add 179 to about amfa^ 

301, from about amino add 337 to about amino add 340 and from abwitami^ 

409. in amino add block havn^ 

ammo add 149 and an amino acid block having homology to DNA/RNA non-specific endonucleasc proteins 
fromabout amino add 279 to about amino acid 236. Clone DNA43334-1435 has been deposited with ATCC 
on June 2. 1998 and is assigned ATCC deposit no. 209924. 

Analysis of the amino add sequence of the foil-length PR0732 polypeptide suggests tlm 
significant sequence sim^ 

homdog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissPn* 35) evidenced 
significant homology between the PR0732 amino add sequence and die following Dayhoff sequences. 
HS179M20_2, MUSTBTUJ, CER11H6J2, RATDRPJ, S51256, E69226, AE000869J, JC4120, 
CYBPARTB and P_R50619. 

EXAMPLE 21: Isolation of cDNA clones Bncnrfmy fltonag PRftl m 

A consensus DNA sequence was assembled relative to odier EST sequences us^ 
in Example 1 above. This consensus sequence is designated heiein consenQ352. The consen0352 sequence 
was then extended using repeated cydes of BLAST and phrap to extend die consensus sequence as far as 
possible using the sources of EST sequences discussed above. The extended consensus sequence is designated 
herein as DNA34365. Based on the DNA34365 consensus sequence, oligonucleotides were synthesized: 1) 
to identify by PCR a cDNA library that contained the sequence of interest, and 2) for use as probes to isolate 
a done of die full-length coding sequence for PROl 120. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primers; 5'<JAAGCXXKKZTGTC^^GAATC-3 , (SEQ ID NO:85), 
5'-GGCCAGCTATtJrCXX5CAO-3' (SEQ ID NO:86), 5 '-AAGGGCCTGCAAGAGAAG-3 * (SEQ ID 
NO:87),5'^ACTXKK5ACAAC^^ (SEQ ID NO: 88), 

5*-CAGAGGCAACGTGGAGAG*3 # (SEQ ID NO:89), and 
5 1 - AAGTATTGTCATACAOTXnTC-3 ' (SEQ ID NO:90); 

lOTgroPCRpritom: 5 ' -T AGT ACTTGGGCACG AGGTTGG AO-3 • (SEQ ID NO:91), and 5'- 
TCATA(X^ACrGCTXKnXTATTGGC-3* (SEQ ID NO:92). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA34365 
consensus sequence which had the following nucleotide sequence: 
^Ybrfafiirtff l probe : 

S'^HT^GCIXKjn^^ (SEQ n> NO:93). 

border to screen several libraries for a source of a full-length done, DNA from the libraries was 
screened by PCR amplification with the PCR primer pairs identified above. A positive library was then used 
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to isolate clones encoding the PRO1120 gene using the probe oligonucleotide and one of the PCR primes. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the flill-kngth DNA sequence for 
PRO1120 (designated herein as DNA486064479 [Figure 46, SEQ D> NO:83]; and die derived protein 
sequence for PRO 1120. 

* The entire coding sequence of PRO 1 1 20 is shown in Figure 46 (SEQ ID NO : 83) . Clone DNA48606^ 
1479 contains a single open reading flame with an apparent tr anslat tonal initiation site at nucleotide positions 
608^0andaaapp&rentstopcodcm* The predicted polypeptide precursor 

is 867 amino adds long. Tim fcU4ength PROHH 

weight of about 100,156 Dahons and a pi of about 9.44. Additional features of the PROU20 polypeptide 
include a signal peptide at about amfa» adds 1-17; a sulfate 
M ofbomology tosulfetasesataboi*amto 133-146, 216-229, 291-320. and 365-375; and potential 

N-glycosyiadon sites at about amino adds 65-68, 112-115, 132-135, 149-152, 171-174, 198-201, 241-245, 
561-564, 60W11, 717-720, 754-7S7, and 764-767. 

An analysts of the Dayhoff database (version 35.45 SwissProt 35) , using a WU-BLAST-2 sequence 
alignment analysis of the fiill-length sequence shown in Figure 47 (SEQ ID NO:84), revealed significant 
homology between the PROl 120 ammo add sequence and the following Dayhoff sequences: CELK09C4J, 
GL6SHUMAN, G65169, NCU89492J, BCU44852J, E64903, PJ&51355, STSJHUMAN, 
GA6SHUMAN, and ID$_MOUSE. Clone DNA48606-1479 was deposited with the ATCConJuly 1,1998, 
and is assigned ATCC deposit no. 203040. 

EXAMPLE 22: Isolation of cDNA clones Encnrilnp Human PPrary 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated as Incyte EST cluster no. 29605. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public 
EST databases (eg. , GenBank) and a proprietary EST DNA database (UFESEQ* Incyte Pharmaceuticals, 
Palo Alto, CA) to identify existing homologies. The homology search was performed using the computer 
program BLAST or BLAST2 (Attshul et al., Methods in Enzvmologv 266:460480 (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consc^ DNA sequence with to^ 

University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA48350. 

In light of an observed sequence homology between the DNA48350 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. R63443, the Merck EST clone R63443 was purchased 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 48 and is herein designated as DNA49141-1431. 

Clone DNA49141-1431 contains a single open reading frame with an apparent transladonal initiation 
site at nucleotide positions 97-99 and ending at die stop codon at nucleotide positions 442-444 (Figure 48). 
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The pmBctcd fiolypcptide prccurs^ is 115 amino acids lon^ (Figure 49>. The fell-length PR0537 protein 

shorn in Figure 49 hat an estimated molecular weight of about 13,183 daltons and a pi of about 12-13. 

Analysb of the full-length PR0537 sequence shown in Figure 49 (SEQ ID NO:95) evidences the presence of 

the following: a signal peptide from about amino add 1 to afcwamto 

die from about amino add 44 to about amino add 47, potential N-myristolation^ 

3 to about amino add 8 and from about amino add 16 to about amino add 21 and an amino a^ 

homology so multicopper oxidase proteins from about amino add 97 to about amino add 105. done 

DNA4914U431 has been deposited with ATCC on June 23, 1998 and is assigned ATCC deposit no. 203003. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35^ 
alignment analysis of die fiiD-leogth sequence shown in Figure 49 (SEQ ID NO:95), evidenced homology 
between the PRQ537 amino add sequence and the following Dayhoff sequence* A54523, CELF22H10_2, 
M FOHMOUSB, 0TX1_HUMAN, URB1JUSTMA, KNOBPLAFN, A32895J, AF036332J, 
HROHUMAN and HRP3 JPLAFS. 

EXAMPLE 23: Isolation of eDNA clonea Ending Hnf^ PRQflffi 

Use of the signal sequence algorithm described in Example 3 above aUow^ 
duster sentence from the Incyte database, designated herein as ss.clu2437.init This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e. g. , GenBank) and a proprietary EST DNA database (UFESEQ* Incyte Pharmaceuticals, Palo 
Aho,CA) to identify existing homologies. The homology search was performed using the computer program 
BLAST or BLAST2 (Altslroi et al., Methods in Enzymolopv 266:460-480 (1996)). Those comparisons 
resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were 
clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University 
of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein designated 
DNA48351. 

In light of an observed sequence homology between the DNA48351 consensus sequence and an EST 
sequence encompassed within the Merck EST done no. HI 1129, the Merck EST ckme HI 11^ 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 50 and is herein designated as DNA49142-1430. 

Clone DN A49142-1 430 contains a single open reading frame with an apparent translations! initiation 
site at nucleotide positions 48-50 and ending at the stop co^ 

The predicted polypeptide precursor is 313 amino acids long (Figure 51). The ftill-length PR0536 protein 
shown in Figure 51 has an estimated molecular we^ Analysis 
of die full-length PR0536 sequence shown in Figure 51 (SEQ ID NO:97) evidences the presence of die 
following: a signal peptide from about amino acid 1 to about amino acid 25, a potential N-glycosylation site 
from about amino add 45 to about amino add 48 and an amino acid sequence block having homology to 
sul&tase proteins from about amino acid 16 to about amino add 26. Clone DNA491424430 has been 
deposited with ATCC on June 23, 1998 and is assigned ATCC deposit no. 203002. 
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An analysis of the Dayhoff database (vmkm 35*45 SwissPlot 35), using a 
alignment analysis of the full-length sequence shown in Figure 51 (SEQ ID NO:97), evidenced homology 
between the IRQ536 amino acid sequence and to DICDI, 
H64743, F5I14J8, CEAMJSCOU, GEN14267, H64965, TCU39815J, PSBIODOSI and PJM698Q. 

BXAMPtB 24: Isolation ofcDNA donea fafiMfett """m FRfflm 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
duster sequence from the Incyte database designated h This EST duster sequence 

was then compared to a .variety of expressed sequence tag (EST} databases which included public EST 
databases (e.g», GenBank) and a proprietary EST DMA database (LIFBSBQ* Tnrya Pharyn^itHilf . Palo 
Alto, CA) to identify existing homologies. The bomotogy search was performed using tte 
^ BLAST or BLAST2 (Altshnl et aL. Methods in Enzvmoloyv 266:46(M80 (1996))- Hum comparisons 
resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were 
clustered and assembled into a consensus DNAseqoe** with the program 

of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein designated 
DNA48352. Two propietary Geaentech EST sequences were employed in Ac assembly are are herein shown 
in Figures 54 and 55. 

In light of an observed sequence homology between the DNA4M5? rrm^mn. ^fmcr rod an EST 
sequence encompassed withm 

and the cDNA insert was obtained and sequenced . It was found that this insert encoded a fell-length protein. 
The sequence of this cDNA insert is shown in Figure 52 and is herein designated as DNA49143-1429. 

Clone DNA49143-1429 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 78-80 and ending at the stop codon at nucleotide positions 681-683 (Figure 52). 
The predicted polypeptide precursor is 201 amino acids long (Figure 53). The full-length PR0535 protein 
shown in Figure 53 has an estimated molecular weight of about 22, 180 daltons and a pi of about 9.68. 
Analysis of die full-length PRQ535 sequence shown in Figure 53 (SEQ ID NO:99) evidences the presence of 
the following: a signal peptide from about amino add 1 to abom amino add 

about amino acid 155 to about amino acid 174, a potential N-glycosylation site from about amino acid 196 to 
about amino add 1 99 and FKBP-type peptidyl-prolyl cis-trans isomer signature sequences from about amino 
acid 62 to about amino acid 77, from about amino add 87 to about amino acid 123 an^ 
128 to about amino acid 141. Clone DNA49143-1429 has been deposited with ATCC on June 23, 1998 and 
is assigned ATCC deposit no. 203013. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST- sequence 
alignment analysis of the full-length sequence shown in Figure 53 (SEQ ID NO:99) f evidenced homology 
between the PR0535 amino acid sequence and the following Dayhoff sequences: S71237, P R93551, 
P_R28980. S71238, FKB2_HUMAN, CELCQ5C8J, S55383, S72485, CELC50F2JJ and S75144. 
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EXAMPLB 25: Isolation afcDNA ri™** K^fr, W>"TH| 

A cDNA sequence isolated in the amylase screen described in Example 2 (human fetal hing library) 
above is herein designated DNA43512 (see Figute 62; SEQ ID NO: 108). The DNA43512 sequence was then 
compared to a variety of expressed sequence las (ESI) Anabases wMch factor 
OenBank) and a proprietary EST DNA database (UFBSEQ™, tocyte Phannaccndcals, Palo Alio, CA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Ahshul et at. Methods fa PozymolftW 2fifc460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled m m coremsusDhtA sequences with Unfotnity of Washi ngton, 

Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA45623. 
Proprietary Genentech EST sequences were employed in the assembly and are herein shown in Figures 58-61 . 
„ Based on the DNA45625 sequence, oligonucleotide probes were generated and used to screen a human 

fetal hmg horary OJB25) prepared as describe above. The cloning vector was 

pRK5B (pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et aL. Science . 
291:1278.12800991)). and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PCR masa: 5'43XK3rrGQATOcrtAcrccTGCATCC-y (seq n> no : io9) 

BMBftJEfflLgiag ^'-T<CTTOTGCTqiXK»GAAATCAGATGTO-3' (SEQ ID NO: 110) 
Additionally, a syntlietic oligonucleotide 
which had the following nucleotide sequence: . 
hybridization probe 

5'^3TGTCTCK}AGGCTGTGGCCGTTTTGTTITCT^ (SEQ ID NO: 111) 

La order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding die PR0718 gene using the probe oligonucleotide and one of die PCR primers. 

A full length clone was Ueiitified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 36-38 and ending at the stop codon found at nucleotide 
I»sitions607^(Rgure^ Thepred^polyDeptideprecursoris 157 amino acids long, 

has a calculated molecular weight of approximately 17.400 daltons and an estimated pi of approximately 5.78. 
Analysis of the full-length PRD718 sequence shown in Figure 57 (SEQ ID NO: 103) evidences the presence 
of the following: a typell transmembrane domain from alx>manunoacid21 toalx)utamii»ackl40 > andother 
transmembrane domains at about amino acid 58 to about amino acid 78, about amino acid 95 to about amino 
acid 1 14, and about amino acid 127 to about amino acid 147; a cell attachment sequence from about amino acid 
79 to about amino acid 81 ; and a potential N-glycosylation site from about amino acid 53 to about amino acid 
56. Clone DNA49647-1398 has been deposited with ATCC on June 2, 1998 and is assigned ATCC deposit 
no. 209919. 

Analysis of the amino acid sequence of die full-length PR0718 polypeptide suggests that it possesses 
no significant sequence similarity to any known protein. However, an analysis of the Dayhoff database 
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(version 35.45 SwissPn* 35) evidenced some deg^ 

and die following Dayboff sequences: AFO45606J, AKB9906J, SPBC8D2J2, S63441. F64728, 
COX1JTRYBB, F84375, E64173, RPYGJT3. MTCV261JO. 

HSAMPtB 26; Isolation of cDNA clon^ Bnarwtfay Hnm«i pn^ftft 

Useof the signal sequence alg orithm descri bed In Bangle 3 above allowed lA ^fi ^tfen of a singe 
Incyte EST sequence designated herein as dul20709.init Thedul20709.init sequence was then compared 
a proprietary EST DNA database (LIFESEQ™, Incyte Pbannacenticali, Palo Alto, CA) to identify existing 
homologies. The homology search was perfonn^ 

ct aL. Ifahmfr fa gtagragjagt ?*ffr4#an*ft f 1QQ ^» Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program -phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA48254. 

In light of an observed sequence hoinology between lheDNA4£2^ 
sequence encompassed withm 

and the cDNA insert was obtained and sequenced* ft was found that foisinsert encoded a fuU-length protein. 
The sequence of this cDNA insert is shown in Figure 63 and is the full-length DNA sequence for PR0872. 
Clone DNA49819-1439 was deposited with die ATCC on June 2, 1998. and is assigned ATCC deposit no. 
209931. 

The entire nucleotide sequence of DNA49819-1439 is shown in Figure 63 (SEQ ID NO: 1 12). Clone 
DNA498 19-1439 contains a single open reading frame with an apparent translation*! initiation site at nucleotide 
positions 14-16 and ending at the stop codon at nucleotide positions 1844-1846 (Figure 63). The predicted 
polypeptide precursor is 610 amino acids long (Figure 64). The full-length PR0872 protein shown in Figure 
64 has an estimated molecular weight of about 66,820 daitons and a pi of about 8.65. Analysis of the full- 
length PR0872 sequence shown in Figure 64 (SEQ ID NO: 113) evidences the presence of the following 
features: a signal peptide at amino acid 1 to about 18, putative transmembrane domains at about amino acids 
70-87, 200-222 and 568-588; sequence identity with bacterial-type phytoene dehydrogenase protein at about 
amino acids 71-105; sequence identity with a regulator of chromosome condensation (RCC1) signature 2 at 
about amino acids 201-21 1 ; leucine zipper patterns at about amino acids 214-235, 221-242. 228-249 and 364- 
385; a potential N-glycosylationsile at about amino adds 271-274; and a glycosaminoglycan attachment site 
at about amino acids 75-78. Analysis of foe amino add sequence of the foll-kngth PR0872 polypeptide using 
die Dayboff database (version 35.45 SwissProt 35) evidenced homology between the PR0872 amino add 
sequence and the following Dayhoff sequences: PRCRTI J f S75951 B S74689, CELF37C4 _3, CRTIJIHOCA, 
S76617, YNI2 METTL, MTV014 14, AOFB HUMAN, and MMU70429J. 

PXAMPm 27: Isolation of cDN A dones Encoding Human PRO1063 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
Incyte EST duster sequence designated. herein as ss.ctoll9743.init The Incyte EST cluster sequence 
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ssxhll9743jnit sequence was then compared to a variety of expressed sequ^ 
included public EST databases (e.g. t GenBank) and a proprietary EST DNA database (LEFESEQ™, Incyte 
Pharmaceuticals, Palo Alto, CA) to identify existing homologies* Tbehomology search was performed using 
die comeoter program BLAST or BLAST2 (Attshil ct aL» Methods in Enzvmotogy 266:460-480 (199$))* 
Those comparisons resulting to a BLAST score of 70 (or in some cases 90) or greater that did not encode 
known proteins were clustered a n d assem bl ed into a consensus DNA sequence with the program "phrap* (Phil 
Green, University ofWashington, Seattle, Washington). The consensus sequence obtained therefromisherein 

to light of an observed sequence homology berre^ 
sequence enco mpa ssed within the Incyte EST done no. 2783726, die Incyte EST clone 2783726 was purchased 
and the cDHA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
^ The*quence of ddacDNA insert is shown to Figure 65 aid is herein designate 

The fidl length done shown in Figure 65 contained a stogie open reading frame with an apparent 
translations] fattfaHnt site at nucleotide positions 9042 and ending at the stop codon found at nucleotide 
poskkns 993-995 (Figure 65; SEQ ID NO: 114). The predicted polypeptide precursor Is 301 amino adds long* 
has a calculated molecular weight of approximately 33,530 dahons and an estimated pi of approximately 4.80. 
Analysts of the ftill-length PRO1063 sequence shown in Figure 66 (SEQ ID NO: 1 15) evidences the presence 
of the following: a signal peptide from about amino add 1 to about amino acid 21, potential N-glycosylatkm 
sites from about amino acid 1 95 to about amino acid 198, from about amino acid 2 1 7 to about amino acid 220 
and from about amino acid 272 to about amino add 275, a gtycosamtooglycan attachment she from about 
amino add 267 to about amino acid 270, a microbodies C-terminal targeting signal site from about amino acid 
299 to about amino acid 301, a type D fibronectto collagen-binding domain homology sequence from about 
amino acid 127 to about amino acid 168 and a fructose-bisphosphate aldolase class n protein homology 
sequence from about amino acid 101 to about amino acid 118. Clone DNA49820-1427 has been deposited 
with the ATCC on June 2, 1998 and is assigned ATCC deposit no. 209932. 

Analysis of the amino acid sequence of the full-length PRO1063 polypeptide suggests that it possesses 
sequence similarity to the human type IV coDagenase protein. More spedfkally, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced some degree of homology between die PRO1063 amino add 
sequence and die following Dayhoff sequences, S68303, CFU68533J, P_P91139, RNU65656J, 
PA2RRABIT, MMU56734J, FINCXENLA, A48925, P_R92778 and FA12JHUMAN. 

gCAMFMB & Isolation 0 f dWA clones Encoding Human PROfSIQ 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated herein as 88434. This EST duster sequence was then 
compared to a variety of expressed sequence tag (EST) databases which induded public EST databases (e.g., 
GenBank) and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, OA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Ahshui et al.. Methods to Bnzvmnlogv 266:46(1480 (199Q). Those comparisons resulting in a 
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BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "pbrap" (Phil Green. University of Washington, 
Seattle Washington). 

In light of an observed sequence homology between the consensus sequence and an EST sequence 
encompassed within the In^ 

cDNA insert was obtained and sequenced. It was found that this insert encoded a foil-length protein. The 
sequence of this cDNA insert Is shown in Figure 67 and is herein designated as DNA4982M562, 

The foil length done shown in Figure 67 contained a single open reading frame with an apparent 
translations! initiation site at nucleotide positions 81-83 and ending at the stop codon found at nucleotide 
positions 450-452 (Figure 67; SEQ ID NO:116). The predicted polypeptide precursor (Figure 68, SEQ ID 
NO: 117) is 123 amino acids long including a predicted algiri PR0619has 
a calculated molecular weight of approximately 13,710 daltons and an estimated pi of approximately 5. 19. 
Clone DNA49821-1562 was deposited with the ATCC on June 16, 1998 and is assigned ATOC deposit no* 
209981. 

An analysis of the Dayhoff database (version 35 . 45 SwissPrt* 35) , using a WU-BLAST-2 sequence 
alignment analysis of the foil-length sequence shown in Figure 68 (SEQ ID NO: 117), revealed significant 
homology between the PR0619 amino add sequence and die following Dayhoff sequences: S35302, 
D87009J. HSU93494J. HUMIGLAM5J, D86999_2, HUMIGLYM1 J, HUMIGLYMKBJ, A29491 J, 
A29498J, and VPR2_MOUSB. 

EXAMPLE 29: Isolation of cDNA clones Encoding Human PRQ943 

A consensus DNA sequence encoding PR0943 was assembled relative to other EST sequences using 
phrap as described in Example 1 above. This consensus sequence was then extended using repeated cycles of 
BLAST and phrap to extend the consensus sequence as far as possible using the sources of EST sequences 
discussed above. The extended consensus sequenced Based on the DNA36360 

consensus sequence, oUgonucleotides weresynthes^ 1 ) to identify by PGR a cDN A library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR0943. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer yx^GATGACGCf*iAacmnr.v (SEQ ID NO: 120) 
revctsePCR primer 5'<XXnTX^ACAC(KXXK^GGTO-3 f (SEQ ID NO: 121) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA36360 
sequence which had the following nucleotide sequence 
bvbpdizfttionp^ 

S'-TGCTXXTrcCTCKnXK (SEQ H) NO:122) 

In onto to screen several libraries for a source of a foil-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PR0943 gene using the probe oligonucleotide and one of the PGR primers. 
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RNA for construction of the cDNA libraries was isolated from human fetal brain tissue 

DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 
PR0943 (designated herein as DNA52192-1369 (Figure 69. SEQ ID NO: 118]) and the derived protein 
sequence for PR0943. 

Tbeentireimcleotide sequence of DNA52192-1369i»shownmFigure69(SEQIDNO:118). Clone 
DNAS1192-13«koiaamsasin^ 

positions 150-152 and ending at the stop codon at nucleotide positions 1662-1664 (Figure 69). The predicted 
polypeptide precursor is 504 annuo adds Imuj (Figure 70). The fulMength PR0943 protein shown in Figure 
70 has an estimated molecular wdglttof about 54^37 daltom and a id of about 10.04. Analysis of the full- 
length PR0943 sequence shown in Figure 70 (SEQ ID NO: 119) evidences the presence of die following: a 
signal peptide from about ambM acid 1 to abort amino 
M acid 376 to about annno add 396, ryrosn^ 
amino add 219 and from about amino add 329 to about anrino add 336. i>oteniidN^ 
about amino add 111 to about amino add 114, from about antino acid 231 to about amino ac^ 
amino add 255 to about amino add 258 and from about amino add 293 to about amino add 296 and an 
immnnogtobulin and MHC protein sequence homology block from about amino acid 219 to about amino acid 
236. Clone DNA52192-1369 has been deposited with ATCC on Jury 1. 1998 and is assigned ATCC deposit 
no. 203042. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST-2 sequence 
alignment analysis of the foil-length sequence shown in Figure 70 (SEQ ID NO: 1 19), evidenced significant 
homology between the PR0943 amino acid sequence and the following Dayhoff sequences: B49151 , A39752, 
FGR1_XBNLA, S38579. RATHBFGFRB l , TVHU2F, FGR2_MOUSB. CEK3 CHICK, P_R21080 and 
A27171_l. 

BXAMPLB 30: Isolation of cDNA clones Bncndint, Human, p»*V | ftfl 

A consensus DNA sequence was assembled relative to other EST sequences using die program 
"phrap" as described in Example 1 above. This consensus sequence is designated herein as DNA45679. 
Based on the DNA45679 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a 
cDNA library that contained die sequence of interest, and 2) for use as probes to isolate a done of the full- 
length coding sequence for PR01188. 

PCR primers (forward and reverse) were synthesized: 
forwanj PCR pruner 5 '^nXKlTGCCTCAACAGGGAGCAG-3 ' (SEQ ID NO: 125) 
teyeffe PCR primer 5 ' ^CATTGTGCAGGTCAGGTCACAG-3 ' (SEQ ID NO: 126) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA45679 sequence which had the following nucleotide sequence: 
hybridization nrohe 

5'XnXKJAGCAAGTC<riX^GCTGCCTOT^ (SEQ ID NO: 127) 
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In order to screen several libraries for a source of a foil-length done, DNA from the libraries was 
serened by PGR amplified A positive library was then used 

• to isolate clones encoding the PR01188 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave die full-length DNA sequence for 
FROU88 (designated herein as DNA5239S-1516 [Figure 71, SBQ ID NO: 123]); and the derived protein 
sequence for PRO 11 88, 

Hie entile coding sequence of PROU88 is shown in Figure 71 (SEQ ID NO: 123). Clone 
DNAS2»M318coBttdns a single open reading frame with an ttanri atkna i initiation sto at tmr?Pi»tf ^ 
positkms 136-138 and an qjparm stop codon at The predicted polypeptide 

preansor is 1184 amino adds long. The folWengthPR01188 protein shown in Hgnre 72 has an estimated 
m molecnlar weight of about 132,582 Dahons and a pi of about 8.80. Additional features include: a signal 
peptide at about amino acids 1 -3 1 ; an ATP/GTP binding site motif A (P4oop) at about amino adds 266-273 ; 
an aldehyde dehydrogenases cysteine active site at about am 
rccepton family signature 2 at abo 

acids 129432, 132.135. 346-349. 420423. 550-553, 631-634, 1000-1003, and 1056*1059. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST-2 sequence 
alignment analysis of the foil-length sequence shown in Figure 72 (SEQ ID NO: 124), revealed significant 
homology between the PROH88 amino acid sequence and die following Dayhoff sequences: SSU83U4J, 
S56015, CET21B64, CELT19D2J, and TSPl_MOUSB. 

Clone DNA52598-1518 has been deposited with ATCC and is assigned ATCC deposit no 203107. 

EXAMPLE 31: Isolation of cDNA clones Bncnrtinp Human PRm ^ 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This sequence was extended using repeated cycles of phrap. The extended consensus 
sequence is designated herein DNA38102. Based on the DNA38102 consensus sequence, oligonucleotides 
were synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, and 2) for use 
as probes to isolate a clone of the full-length coding sequence for PROl 133. 

PCR primers (two forward and one reverse) were synthesized: 
tonMjJ&LSXmBLl 5'-TCQATTATG0ACGAACATGGCAGC-3 • <SEQ ID NO: 130); 
foro^ fCTpTjffW^ 5 1 -TTCTG A G ATCCXHXIATCXntZI-^ * (SEQ ID NO: 131); and 
reve^priniey 5'-AGGTTCAGGOACAGCAAGriTGGG-3 # (SEQ ID NO: 132). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA38102 sequence which had the following nucleotide sequence: 
hybridization probe 

5'TrrGCT(X}ACCTCC^ (SEQ ID NO:133). 

In order 10 screen several libraries for a source of a full-length clone, DNA from die libraries was 
screened by PCR amplification with a PCR primer pair identified above, A positive library was then used to 
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isolate clone* encoding the PR01 133 gw RNA 
for censtraction of the cONA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 
PR01133 and the derived protein sequence for PR01133. 

Hie entire coding sequence of PR01133 is shown in Figure 73 (SEQ ID NO: 128). Clone 
5 DNA53913- 1490 contains a single open reading ftama whh an apparent trend a tW>1 Snifoifrn ritft at "yflmfrlft 
positions 266-268 and an apparent stop codon at nucleotide positions 1580-1582 of SEQ ID NO 128. The 
predicted polypeptide precursor b 438 aniino KatU kmg. The signil peptide is at amino acids 1-18 of SEQ 
IDNO:129. EGF4ito domain cystdnopatto 

in Figure 74. done DNA53913-1490 has been deposited widi ATCC and is assigned ATCG deposit no. 
10 203163. The full-length PRO 1 1 33 protein shown in Figure 74 has an **tm*te4 molecular weight of about 
§ 49^ddtn»andaidofabout6.1S. 

An analysis of the Dayhoff database (version 35.45 SwissP** 35), uahnj a WU^ 
aU fnwntan a l yAofihef^ revealed at»» sequence 

identity between die PROU33 amino add sequence and die following Dayhoff sequences (data from the 
15 database incorporated herein): AF0Q2717J, LMG1_HUMAN, B54665, UNCojCAEEL. LML1_CAEEL, 
LMASJMOUSB, MMU88353J. LMALHUMAN, HSLN2C641 and AF005258J. 

EXAMPLE 32: Isolation of cDNA clones Kncndmy Hmaa fWYIH 

An initial DNA sequence (SEQ ID NO: 136). referred to herein as DNA44661 and shown in Figure 

20 77, was identified using a yeast screen, in a human fetal lung cDNA library that preferentially represents the 
5* ends of the primary cDNA clones. DNA44661 was then compared to ESTs from public databases (e.g., 
GenBank), and a proprietary EST database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA), using die 
computer program BLAST or BLAST2 fAltschul et *1„ Methods in Eniym A i m MfrdJtfUAgn (i The 
ESTs were then clustered and assembled into a amsensus DNA sequence using the con^ 

25 (Phfl Green. University of Washington Seattle. Washington). The consensus sequence obtained is designated 
herein as "DNA45463*. Based on the DNA45463 consensus sequence, oligonucleotides were synthesized for 
use a£ probes to isolate a clone of the fulHength coding sequence for PR0784 from a human fetal lung cDNA 
library. 

The foil length DNA53978-1443 clone shown k Figure 75 contained 

30 an apparent tnmslational initiation site at nucleotide positions 37-39 and ending at the stop codon found at 
nucleotide positions 821-823 (Figure 75; SEQ ID NO: 134). The predicted polypeptide precursor (Figure 76, 
SEQ ID NO:135) is 228 amino acids long. PR0784 has a calculated molecular weight of approximately 
25,735 Daltons and an estimated pi of approximately 5.45. PR0784 has the following features: a signal 
peptide at about amino acid 1 to about 15; transmembrane domains at about amino acids 68 to about 87 and 

35 at about 183 to about 204; potential Nnnyristoylanon sites at about amino acids 15-20, 51-56, 66-60, 163-168, 
and 206-21 1; and an RNP-1 protein RNA-binding region at about amino acids 108 to about 1 17. 
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done DNAS3978-1443 was deposited with ATOC on June 16. 1998. and is assigned ATCC deposit 
no«209983. 

Based on a BLAST and FastA sequence aHgnn^ 
tbo folHength sequence, PR0784 shows amino acid sequence identity to the foil owing proteins; RNU42209_ 1 , 
MMU91538J, CGU91742J, CELF55A46, SC22YEAST, and P48188. 

BXAMPUB 33: Isolation of cDNA Qsm Encoding Human ftrmn 

A yeast screening assay was employed to identify cDNA clones that encoded potential secreted 
proteins. Use of this yeast scrceninji assay allowed idenrifirarimi aim dngte rfWA lUrfgn^ h^^h 
as DHA45201 (Figure 80; SEQ ID NO: 13?). 

The DNA45201 sequence was then used to search expressed sequence tag (EST) databases for the 
M presence of potential homologies. The EST databases included public EST databases (e.g., GenBanlO and a 
proprietary EST DNA database (UFESBQ* 11 , Incyte Pharmaceuticals, Palo Aho, CA). The search was 
perfonneduaingthecon^^ 

480(1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did 
not encode known proteins were clustered and assembled into a consensus DNA seq ue nc e with the program 
•phrap" (Phil Green, Univ. of Washington. Seattle. Washington). The consensus sequence obtained is herein 
designated as "consenOl". A proprietary Gcnentech EST sequence was used in the consensus assembly and 
is herein designated as DNA14575 (Figure 81; SEQ ID NO: 140). 

Based on die consenOl sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA 
library that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length 
coding sequence for PR0783. In order to screen several libraries for a foil-length clone, DNA from die 
libraries was screened by PCR amplification, as per Ausubel et al., Current Protocols in Molecular Binlngv 
with die PCR primer pair. A positive library was then used to isolate clones encoding the gene of interest 
using die probe oligonucleotide and one of die primer pairs. 

PCR primers (forward and reverse) were synthesized: 
forward fCR printer 5 , ^A(^t^ATC^tSAGCCCX!AGACTGC-3 , (SEQ ID NO: 141), 
forward PCR primer 5 * -TCAGCAATG AGGTGCTGCTC-3 ' (SEQ ID NO: 142), and 
revsr» PCR prilW 5 ' -TGAGGAAG ATGAGGQACAGGTTGG-3 ' (SEQIDNO:143). 

Additionally, a synthetic oligonucleotide hybridization probe .was constructed from the consenOl 
sequence which had the folbwing nudeotide sequence: 
hybridization probe 

5 ' -TATGG AAGCACXTCACTACGAAGTGCM^ 1 (SEQ ID NO: 144). 

In onto to screen several libraries for a source of a foil-length clone, DNA from the libraries was 
screened by PCR amplife^ A positive library was then used to 

isolate clones encoding the PR0783 gene using the probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB228) . 
The cDN A libraries used to isolate the cDNA clones were constructed by standard methods using commercially 
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avaflahto reagents such as those from Invitrogea. San Diego, CA. The cDNA was primed with ollgo dT 
cortamingaNotlsit^lihkrt 

by gd electrophoresis, and cloned in a defined orientation Into a suitable doiting vector (such as pRKB or 
pRKD; pRK5B is a precursor ofpRKSD dial does not contain the Sfil site; see, Holmes et aL, Science. 
252: 1278-1280 (1991)) in the unique Xhol and Nod sites. 
5 DNA sequencing of the clones isolated as described above gave die foil-length DNA sequence for 

PR0783 [herein designated as DNA53996-1442] (SEQ ID NO: 137) and the derived protein sequence for 
PR0783. 

The entire nucleotide sequence of DNA53996-1442 is shown in Figure 78 (SEQ ID NO. 137), Gtane 
DNA33996-1442 contains a single open reading frame with an apparent transitional Initiation rim at nucleotide 
10 pasitkro 310-312 and ending The predicted 

fc polypeptide preeursor is 489 am^ 
79 has an esthnated molecular wdgbt of abou 55^19 daltons and a pi of about 8.47. Analysis of the foil- 
length PR0783 sequence shown in Figure 79 (SEQ ID NO: 138) evidences the presence of the following 
features: transmembrane domains located at about amino adds 23-42, $7-89, 111-133, 154-176, 194-218, 
15 296-319. 348-370, 387-410 and 427-452; leucine zfrperpatterns located at about amino adds 263-283 and 399- 
420; a potenM tyrosine kinase p 

sites st about amino adds 105 -108 and 121-124; potential cAMP- and a cGMP-dependent protein kinase 
phosphorylation site at about amino acids 288-291; and a region having sequence identity with bacterial 
rhodopsins retinal binding site protein at about amino adds 190-218. 
20 An analysis of the Dayhoff database (version 35.45 SwissProt 35) shows some sequence identity 

between the PR0783 amino add sequence and the following Dayhoff sequences: YNC2CAEEL, D64048, 
ATAC002332.3F4P9.3, NY2RSHEEP. and VSH_MUMPA. 

Ckme DNA53996- 1 442 was deposited with the ATCC on June 2, 1998, and is assigned ATCC deposit 
no. 209921. 

25 

EXAMPLE 34: Isolation of cDNA acmes Encoding H uman PRO820 

An expressed sequence tag (EST) DNA database (Merck/Wash. U) was searched and an EST 
designated EST no. AA504080, Merck done 825136, was identified (library 312, human B-cell tonsil). 
Homology searches revealed that this EST showed sequence identity with low affinity immunoglobulin gamma 
30 Fc receptor E. DNA sequencing gave die foil-length DNA sequence for PRO820 and the derived protein 
sequence for PRO820. 

The entire nucleotide sequence of DNA56041-1416 is shown in Figure 82 (SEQ ID NO: 145). Clone 
DN A56041 - 1 4 16 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 115-117 and ending at the stop codon at nudeotide positions 487-489 (Figure 82). The predicted 
35 polypeptide precursor is 124 amino acute long (Figure 83). The foil-length PRO820 protein shown in Figure 
83 has an estimated molecular wdght of about 14,080 dahons and a pi of about 7.48. Clone DNA56041-1416 
has been deposited with ATCC. Regarding the sequence, it is understood that the deposited done contains the 
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conett sequence, and to s eq u ences provided herein arc based on known s e q u e ncing techniques* 

Still analyzing the amino acid sequence of SEQ ID NO. 146, the putative signal peptide is at about 
amino adds 1-15 of SEQ ID NO: 146. Protein kinase C pfaosptorylation sites are* 
and 43-45 of SEQ ID NO: 146. An N-myristoylation site Is at about amino adds 89-94 of SEQ ID NO: 146. 
An bmnonoglobulin and major histocompatibility complex domain is at about amino acids 83-90 of SEQ ID 
5 NO 146. The corresponding nucleotides can be routinely determined given the sequences provided herein. 

EXAMPLE 35: Isolation of cDNA Clones Encoding Human PRO1080 

A consensus DNA se q uence was assembled relative to other EST sequences using phrap and was 
extended using repeated cycles of BLAST and phrap so astoeo^tocmseaisussequenceasteaspossibte 
10 using the sources of the EST sequences as described in Example 1 above. The consensus sequence is 
^ designated herein as DNA52640. An EST proprietary to Geiientert 
. and is herein designated as DNA36527 (Figure 86; SEQ ID NO 149). 

In light of an observed sequence homology between the DNA36527 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. 526423, to M 
IS and the cDNA insert was obtained and sequenced. It was found Oat this insert encoded a full-length protein. 
Hie sequence of this cDN A insert is shown in Figure 84 and is herein designated as DNA56047- 1456. 

The entire nucleotide sequence of DNA56047- 1456 is shown in Figure 84 (SEQ ID NO 147). Clone 
DNA56047-1456 contains a single open reading frame with an apparent translation*! initiation site at nucleotide 
positions 159-161 and ending at the stop codon at nucleotide positions 1233-1235 of SEQ ID NO: 147 (Figure 
20 84). The predicted polypeptide precursor is 358 amino acids long (Figure 85). The full-length PRO1080 
proton shown in Figure 85 has an estimated molecular weight of about 40,514 daltons and a pi of about 6.08. 
Clone DNA56047-1456 has been deposited with ATCC on June 9, 1998. It is understood that the deposited 
clone has the actual nucleic acid sequence and that the sequences provided herein are based on known 
sequencing techniques. 

25 Also shown in Figure 85 arc the approximate locations of the signal peptide, cell *n*rhnv>nt rite, Nt- 

DnaJ domain signature, region having sequence identity with Nt-DnaJ domain proteins, and N-glycosylation 
sites. The corresponding nucleic acids of these amino acid sequences and others provided herein can be 
routinely determined by to information provided herein, 

30 EXAMPLE 36: Isolation of cDNA Clones Bagpjgng Hyjgan, PftftlflTQ 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above, and is herein designated DNA52714. Based on information provided by the assembly, 
the done for Merck EST no. H06898 was obtained and sequenced, thereby giving the nucleotide sequence 
designated herein as DNA560SO-1455. The entire nucleotide sequence of DNA56050-1455 is shown in Figure 

35 87 (SEQ ID NO 150). Clone DNA56050-1455 contains a single open reading frame with an apparent 
traditional initiation site at nudeotide positions 1 83- 1 85 and ending at the stop codon at nudeotide positions 
861-863 (Figure 87). The predicted polypeptide precursor is 226 amino acids long (Figure 88). The full- 
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length PROl 079 protein shown in Figure 88 has an estimated molecular wdgbt of about 24,61 1 Daltons and 
* pi of about 4.85. Analysis of the ftilHengtfa PRO1079 sequence shown in Figure 88 (SEQ ID NO:3) 
evidences the presence of the following features: a signal peptide at about amino add 1-29; potential N* 
nqfris^blkn sites at about amino 

at about amino acids 2 to 20; and homology to prolyl endopq>tidasefejnily serine protem 
150 to 163. 

Analysis of die amino acid sequence of die foil-length PRO1079 polypeptide using the Dayhoff 
database (version 35 .45 SwissProt 35) evidenced some sequence identity between tho PRO 1079 amino acid 
sequence and the following Dayhoff sequences: CEK10C34, MMU50734J, D69503, AF051 149J, and 
VSMPjCVMS. 

OoneUNQ536(DNA56050-1455) was deposited with the ATCC on June 22» 1998, and U 
ATOC deposit no. 203011. 



10 



HXAMPLH 37: Isolation of cDNA rl 

AcDNAckme(DNA56110-1437)encodhiganatweto 

15 a yeast soten, in a human skin tumor 

cDKA clones. The yeast screen employed identified a single EST done designated herein as DNA50177 
(Figure 91;. SEQ ID NO: 154). The DNA50177 sequence was then compared to various EST databases 
including public EST databases (e.g., GenBank), and a pr o pr ietary EST database (UFESEQ* Incyte 
Pbannaeeuticals, Palo Alto, CA) to identify homologous EST sequences. The comparison was performed 

20 using the computer program BLAST or BLAST2 [Altschul et al. t Methods in Enzvmology. 266:46(M80 
(1996)1 • Those comparisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not 
encode known proteins were clustered and assembled into a consensus DNA sequence with the program 
"phrap" (Phil Green, University of Washington, Seattle, Washington). This consensus sequence is herein 
designated DNA50972. 

25 Id light of an observed sequence hraiology between the DNA50972 consensus s« 

sequence encompassed within the Merck EST clone no. N33874, die Merck EST clone N33874 was purchased 
and die cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 89 and is herein designated as DNA561 10-1437. 
The full-length DNA561 10-1437 done shown in Hgure 89 contains a single open reading firan^ 
translations! initiation rite at nucleod^ 
positions49M93(Figure89). The predicted polypeptide precursor is 138 amino acids long (Figure 90). The 
full-length PR0793 protein shown in Figure 90 has an estimated molecular weight of about 15,426 daltons and 
a pi of about 10.67. Analysis of the full-length PR0793 sequence shown in Figure 90 (SEQ ID NO:153) 
evidences the presence of the following: transmembrane domains from about amino acid 12 to about amino 
acid 30, from about amino acid 33 to about amino add 52, from about amino acid 69 to about amino acid 89 
and from abow amino acid 9 potential N-myristolation rites from about amino acid 

11 to about amino acid 16, from about amino acid 51 to about amino acid 56 and from about amino acid 116 
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to about anuno-add 121 and an anmio add sequence block having to^ 

synthetase <±b*4I protein fi^ Clone DNA361 10-1437 has been 

deposited with ATOC on August 11, 1998 and is assigned ATC£ deposft no. 203113. 

An analysis of die Dayhoff database (version 35.4S SwissPnrt 35), using a WU-BLAST-2 sequence 
alignment analysis of the foil-length sequence shown in Figure 90 (SEQ ID NO: 153), evidenced certain 
homology between die PR0793 amino add sequence and the following Dayhoff sequences: S47453, 
AF015193J2, MTEHGNS9_2, E64030, H69784, D64995, CD53_MOUSB, GEN8006, AE001138J7 and 

oonjmtFU. 

BXAMWJ to: toWon oUPm QQt*t FMQdinjf Bma PRQifflft 

A consensus DNA sequence was assembled relative to otiier EST sequences using phrap as described 
in Example 1 above. The consensus sequence obtained b herein designated DNA53502. 

mligto of an observed sequence homoto^ 
sequence encompassed widta 

and the cDNA insert was obtained and sequenced. It was found that this insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 92. 

The entire nucleotide sequence of DNA561 13-1378 is shown in Figure 92 (SEQ ID NO: 155). Clone 
DNA36113-1378contalittasingtoopcn initiation site at nucleotide 

position 168-170 and ending at the stop codon at nucleotide positions 1302-1304 (Figure 92). The predicted 
polypeptide precursor is 378 amino adds long (Figure 93). The foil-length PRO1016 protein shown in Figure 
93 has an estimated molecular weight of about 44,021 daltons and a pi of about 9.07. Clone DNA561 13-1378 
has been deposited with the ATCC. Regarding the sequence, it is understood that the deposited clone contains 
the correct sequence, and the sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the foil-length PRO 1016 polypeptide suggests that portions 
of it possess sequence identity with acyltransferase, thereby indicating that PRO1016 may be a novel 
acytaansfcrase. 

Skill analyzing die amino acid sequence of SEQ ID NO: 156, die putative signal peptide is at about 
amino acids 1-18 of SEQ ID NO: 156. The transmembrane domain(s) are at about amino acids 332-352 and 
305-330 of SEQ ID NO: 156. Hie fructose-bisphosphate aldolase class-U protein homology sequence is at 
about amino acids 73-90 of SEQ ID NO: 156. The extradiol ring-cleavage dioxygenase protein is at about 
ammo adds 252*275 of SEQ ID NO: 156. The corresponding nucleotides can be routinely determined given 
die sequences provided herein. 

The specific Dayhoff database designation names of sequences to which PRO 1016 has sequence 
identity with include die following: S52645, PJ159712, P_R99249, P_R597I3, BNAGPATRFJ, 
CELTQ5H415 and CBLZX40J. 

A consensus DNA sequence was assembled rel ative to other EST sequences using phrap as described 
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in Example 1 above- The consensu DNA sequence was then eitc^^ 

phrap to extend the consensus sequence at far as possible using the sources of EST sequences . 

In light of an observed sequence homology between the consensus sequence and an EST sequence 
e n co mp asse d wifira 

cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. The 
5 sequence of this cDNA insert is shown in Figure 94 and is herein designated as DNA364KM414. 

The entire nucleotide sequence of DNA3641M414 is shown in Figure 94 (SBQ ID NO: 157). Clone 
DNA56410-1414containsasingie open reading franv 

posititms 1749 and ending at the stop codonrt The predicted 

polypeptide precursor is 409 amino arid* long (Figure 95). The full-length PRO1013 protein shown in Figure 
10 9S has an estimated mptacular weight of about 46,662 dahons and a pi of about 7.18. Clone DNA564104414 
^ hasbeendepositedwiththeATCC. Regarding the sequent it is understood that the d 

Still analyzing the amino add sequence of SEQ ID NO: 158, the putative signal peptide is * about 
amino adds 1-19 of SEQ ID NO: 158, N-gfycoay lation tittt are at about amino adds 7S-78 and 322-325 of 
IS SBQ ID NO: 158. An N-myristoylatkm site is at about amino acids 184-189 of SEQ ID NO: 158- A growth 
facto and cytokine receptor femfly domain is at about amino adds 134-149 of SEQ ID NO: 158. The 
corresponding nucleotides can be routinely determined given the sequences provided herein. 

Blast analysis showed some sequence identity with other proteins. Specifically, PRO1013 has some 
sequence identity with at least the Dayhoff sequences designated: D6387M; MHU22019 1, AE000730 10, 
20 andAP019079J. 

EXAMPLE 40: Isolation of cDNA Clones Encoding Human PRQ937 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. That consensus sequence is herein designated DNA49651. Based on the DNA49651 
25 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCRacDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of die full-length coding sequence for 
PR0937. 

PCR primers (forward and reverse) were synthesized: 
foTWd PCR primer 5 t -CIXXXnXXn > AAA<XXX^CAGCXX 3' (SBQ ID NO: 161); and 
30 reYCTtt PCR Primer. 5 ' -TCACATCGATOGQATXXIATO ACCX>3 ' (SEQIDNO:162). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA48651 sequence 
which had the following nucleotide sequence: 
hyfrrfflMw pfpfrfi 

5 , <XnCIXXnt3ACTXnt5AAO (SEQIDNO:163). 
35 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above, A positive library was then used 
to isolate clones encoding the PR0937 gene using die probe oligonucleotide and one of the PCR primers. 
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RN A for construction of the cDNA libraries was isolated from human fetal kidney tissue (UB227) . 

DNA sequencing of the clones isolated as described above gam the full-length DNA sequence for 
PR0937 (herein designated as DNA56436-1448] (SEQ ID NO: 159) and the derived protein sequence for 
PR093Z 

The entire nucleotide sequence of DNA56436-1448 is shown in Figure 96 (SEQ ID NO: 159). It 
containsasingie open reading 

501 amending at tbe stopcodon found at mKJeotide positions 2167-2169 (Figu^ The 
predicted polypeptide precursor is 556 an^ molecular weight of approximately 

62,412 dafcom and an estimatedplofap^ AnalysUofthe&ll-JengthPROOT 
in Figure 97 (SJ^ ID NO: 160) evident 

adds 1-22; ATP/OTW>inding rite motif A (P-loop) at about amino adds 5 1 5-523; a potential N-glycosylatkm 
^ site at about amino adds 514-517; and sites of gfypkan homology at about amino adds 54-74, 106-156, 23a* 
279, 309-345, 423-459, and 468-505. 

Clone DNA56436-1448 has been deposited wifo ATCC on May 27. 1998, and is assigned ATCC 
deposit no. 209902. 

Analysis of the amino add sequence of the foil-length PR0937 polypeptide suggests that it possesses 
significant sequence similarity to glypkan proteins, thereby indicating that PR0937 may be a novel glypican 
protein. Mote specifically, an analysis of die Dayhon? database (version 35.45 SwissProt 35) evidenced 
significant homology between the PR0937 amino acid sequence and die following Dayhoff sequences: 
GPCK_MOUSB, GPC2RAT, GPC5JIUMAN, GPC3JHUMAN, PJG0168, CEC03H12_2, GEN13820, 
HS119E23J, HDAC^DROMB, and AF017637J. 

EXAMPLE 41 : Isolation of cDNA dones Encodin g U, m »n PttHft^ 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
Incyte EST cluster sequence designated herein as Incyte EST cluster sequence no. 69372. This EST duster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which induded pub) ic 
EST databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, 
Palo Alto, CA) to identity existing homologies. The homology search was performed using die computer 
progtam BLAST or BLAST2 (Ahshul et al., Methods in Enzvmoloyv 266:460480 (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins wet© clustered and assembled into a consensus DNA sequence with the progrra 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA54230. 

In light of an observed sequence homology between the consensus sequence and an EST sequence 
encompassed within the Merck EST done no. AA477092, the Merck EST done AA477092 was purchased 
and the cDNAinsert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 98 and is herein designated a*DNA56855-1447. 
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The full length done shown in Figure 98 contained a single open reading frame with an apparent 
tr ansbti o n al initiation site at nucleotide positions 133-155 and ending at the stop codon found at nucleotide 
position* 510*512 (Figure 98; SEQ ID NO: 164). The predicted polypeptide precursor (Figure 99, SEQ ID 
NO; lfi5)fall9amino acids long. PR0842has a calculated molecular weight of proximately 13,819 Daltons 
and an estimated pi of approximately 11.16. Other features ofPR0842 include a signal peptide at about ammo 
acids 1-22, a potential protein kina^ 

myristoyiatkm sites at about amino acids 27-32 and about amino acids 46-51. 

An analysis of the Dayhoff database (version 35 .45 SwissProt 35), using a WU-BLAST-2 sequence 
aHgmndt analysis of the fulHeagth sequence shown in Figure 98 (SEQ ID NO: 164), evidenced some 
homology between the PR0842 amiiK> acid sequer^ aal tte fblb wii^ Dayhoff sequences: CEZK13M1, 
P - R80843 > RAT5HT2XJ, S81832_l, A60912, MCU60315J37MC137L. U93422J,p_P919<W, U93462J, 
andZNlftHUMAN. 

Clone DNA56855-1447 was deposited with the ATCC on June 23, 1998, and is assigned ATCC 
deposit no. 203004 

EXAMPLE 42;Isolation of cDNA clones Encoder Himmn PPftfttp 

Use of the signal sequence algorithm described in Bxann^ 3 above attowed identification of an 
cluster sequence from the Incyte database, designated Incyte EST Ouster No. 24479. This EST 

cluster sequence was then compared to a variety of expressed sequence tag (EST) <*atahs8fs which included 
public EST databases (e.g., Genfiank) and a proprietary EST DNA database (LIFESEQ* Incyte 
Ph a rm ace ut i c als, Palo Alto, CA) to identify existing homologies. The homology search was performed using 
the computer program BLAST or BLAST2 (Altshul et al., Methods in Enzvmolopv 266:460480 (1996)). 
Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode 
known proteins were clustered and assembled into a consensus DNA sequence with die program M phrap" (Phil 
Green. University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA55709. 

In light of an observed sequence homology between the DNA55709 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no . 754525 , the Merck EST clone 754525 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 100 and is herein designated as D N A56859- 1 445 . 

The full length done shown in Figure 100 contained a single open reading frame with an apparent 
translitional initiation site at nucleotide positions 2-4 and ending at the stop codon found at nucleotide positions 
263-265 (Figure 100; SEQ ID NO: 166). The predicted polypeptide precursor (Figure 101, SEQ ID NO: 167) 
ia-87 amino acids long. PR0839 has a calculated molecular weight of approximately 9,719 Daltons and an 
estimated pi of approximately 4.67. Other features of PR0839 include a signal peptide at about amino acids 
1-23, potential protein kinase C phosphorylation sites at about amino acids 37-39 and about amino acids R5-87» 
a potential casein kinase D phosphorylation site at about amino acids 37-40. sequence identity with 
ribonucleotide reductase large subunit protein at about amino acids 50-60, and sequence identity with 
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eokaxyotic RNA-binding region RNP- 1 proteins at about amino adds 70-79. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST-2 sequence 
alignment analysis of the ruIHengfli sequence shown in Figure 101 (SEQ ID NO: 167), evidenced some 
homology between the PR0839 amino add sequence and the following Dayhoff sequences: CD 1 4MOUSE, 
XPR6YARLI. HS71438SJ, S49783, BB19JRABIT, GVPH-HALME, AB0Q3135J. PR85453, 
LUU27081^ and TP2B_MOUSR 

Clone DNA56859-1445 was deposited with the ATCC on June 23, 1998, and is assigned ATCC 
deposit no.209019. 

EXAMPLE 43: Isolation of cDNA Qsm Bncodin f »^ f^i i«n 

Use of die signal se qu ence algorithm described m Example 3 above allowed Identification of a single 
m Incyte EOT cluster sequence (Incy^ The Incyte EST duster sequence no* 

14732 sequence was then compared to t variety of expressed sequent 

public EST databases (e.g.» GeaBank) and a proprietary EST DNA database (UFESEQP 4 , focyte 
Pharmaceuticals, WoAto, CA)tokka>rifyexis^ The homology search was performed using 

the computer program BLAST or BLAST2 (Altshul et at , Methnda in Enzyngjogy. 2&:46(M80 (1996)). 
Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode 
known proteins were clustered and assembled into a consensus DNA sequence with the program "'phrap * (Phil 
Green, University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA5571 1 . 

In light of an observed sequence homology between the DNA55711 consensus sequence and an EST 
sequence encompassed within die Merck EST clone no. T60981, the Merck EST clone T60981 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 1 02 and is herein desi gnated DNA56860-15 10. 

The full length clone shown in Figure 102 contained a single open reading frame with an apparent 
translations! initiation site at nucleotide positions 78-80 and ending at the stop codon found at nucleotide 
positions 909-91 1 (Figure 102; SEQ ID NO: 168). The predicted polypeptide precursor is 277 amino acids 
long, has a calculated molecular weight of approximately 3 1 ,416 daltons and an estimated pi of approximately 
8.88. Analysis of the full-length PROl 180 sequence shown in Figure 103 (SEQ ID NO: 169) evidences the 
preseni^of the foUowing: a signal peptide from aboitt amino add 1 to about amino acid 23, a leucine zipper 
pattern sequence from about ainto 

about amino acid 64 to about amino acid 69, from about amino acid 78 to about amino acid 83, from about 
amino acid 80 to about amino acid 85, from about amino acid 91 to about amino acid 96 and from about amino 
acid 201 to about amino acid 206. Clone DNA56860-1510 has been deposited with the ATCC on June 9, 1998 
and b assigned ATCC deposit no. 209952. 

Analysis of the amino acid sequence of the full-length PROl 1 80 polypeptide suggests that it possesses 
sequence similarity to the rnethyhransferase femiry of proteins. More specifically, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced some degree of homology between the PROl 1 80 amino acid 
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sequence and the following Dayhoff sequences, MTOd5_14, D69267, YH09YEAST. BIOC_SERMA, 
ATAC00448415T1D16.16, SHGCWRJ8. SPBC3B9_4. AB009504J4, P.W17W7 and A69952. 

BXAMPLB 44: Isolation of cDNA done. Branding H-^m VttC^ 134 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
chute sequence from the Incyto database, designated 7511. This EST duster sequence was then compared 
to i variety of expressed sequence tag (EST) databases which included public EST databases (eg., GcnBank) 
and i proprietary EST DNA database (Lifeseq* Incyto Pharmaceuticals, Palo Alto, CA) to Identify existing 
homologies. The hontttogy search was performed usin^ 

« a - MedwdslnEnzvmolopv 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DMA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefmni « he^ht A^fo PNA55725. Two proprietary 
Oeoemech EST sequences were eiimkjyed to 
Hgure 107 (SEQ ID NO: 173). 

In light of an observed sequence homology between the DNA55725 consensu* sequence and an EST 
sequ<^e«»mr«ssedwitrnntfK5M<^ESTc^neDO. H94897,theMerckESTcloneH948W was purchased 
and the cDNA Insert was obtained and sequenced, It was found that this insmericodedafolHengfoprot^ 
The sequence of this cDNA insert is shown in Figure 106 and ia herein designated as DNA56865-1491. 

Clone DNA56865-1491 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 153-155 and ending at the stop codon at nucleotide positions 1266-1268 (Figure 
104). The predicted polypeptide precursor is 371 amino acids long (Figure 105). The foil-length PROl 134 
protein shown in Figure 105 has an estimated molecular weight of about 41.935 daltons and apl of about 9.58. 
Analysis of the foil-length PROl 134 sequence shown in Figure 105 (SEQ ID NO; 171) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 23, potential N-glycosylation 
sites from about amino acid 103 to about amino acid 106, from about amino acid 249 to about amino acid 252 
and from about amino acid 257 to about amino acid 260, and an amino acid block having homology to 
tyrosinase CuA-binding region proteins from about amino acid 280 to about amino acid 306. Clone 
DNA56865-1491 has been deposited with ATCC on June 23, 1998 and is assigned ATCC deposit no. 203022. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the foil-length sequence shown in Figure 105 (SEQ ID NO: 171), evidenced significant 
homology between the PROl 134 amino acid sequence and the following Dayhoff sequences: F20P5 18, 
AC0O2396J0, S47847, C64146, GSPA_BACSU, P_W10564, RPAI_ECOLI, Y258JHAEIN. RFAJSALTY 
andP_R32985. 

EXAMPLE 45 : Isolation of cDNA clones Encoding H, inM n PR O ffffl 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incytedatabase, designated 20251. This EST cluster sequence was then compared 
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to a variety ofexpressed sequence tag (^^ 

and a proprietary EST DNA database (UFBSEQ* Incyte Pharmynitimli, Palo Alto, CA) to Identify existing 
homolog i es. The honxtogy search was performed 

« aL, Methods ht Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a BLAST scoie of 70 
(or in some cases 9(9 or greater that did not encode known proteins were clustered and assembled into a 
5 constants DNA sequence with the program "phrap" (PhD Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated PNAS5733. 

In light of an observed sequence homology betwem the DNA5^ 
sequenc e ottc mp assc ^^ 

and the cDNAinseit was obtained and sequenced* It was (bund that this insert encoded a M-lengfh protein. 

10 The sequence of this cDNA insert is shown in Figure 108 and is herein designated as DNA56866-1342. 
OoneDNA*^!^ 
sito at mideotide positions 154-156 and ending at the stop codon at micleotide positkm 413^17 
The predicted polypeptide precursor is 87 amino adds long (Figure 109). The fall-length PRO830 protein 
shown in Figure 109 has an estimated molecniar weight of about 9,272 daltons and a pi of about 9.19. 

IS Analysis of the fiill-leqgth PRO830 sequence shown in Figure 109 (SEQ ID NO: 1 75) evidences the presence 
of the following: a signal peptkle from about amino acid 1 to about amiix> acid 33, potential N-myristoylatkra 
rites from about amino acid 2 to about amino add 7 and from shoot ammn aeirf R m atvwt ami™ acH n and 
a thioredoxin femily of proteins homology block from about amino acid 23 to about amino acid 39. Clone* 
UNQ470 (DNA56866-1342) has been deposited with ATCC on June 22, 1998 and is assigned ATCC deposit 

20 no. 203023. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 109 (SEQ ID NO: 175), evidenced significant 
homology between die PRO830 amino acid sequence and the following Dayhoff sequences: HSU88154_1, 
HSU88153J, SAPKSGENBJ, HPU31791_5, GGCNOT2J, CPU91421 J, CHKESTPC09_1, PQ0769, 
25 U97553_79andB60095. 

EXAMPLE 46: Isolation of c DNA clones En cndin ff Human ynrii 1 1 s 

Use of die signal sequence algorithm described in Example 3 above allowed identification of an EST 

duster sequence from the UFBSBQ* database, designated Incyte EST duster sequence no. 165008. This EST 
30 cluster sequence was then compared to a variety of expressed sequence *»g (EST) databases which included 

public EST databases (e.g., GenBank) and a proprietary EST DNA database (UFESEQ* Incyte 

Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was performed using 

the computer program BLAST or BLAST2 (Altshul et al., Methods in Enzvmologv 266:460480 (1996)). 

Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode 
35 known proteins were d ustered and assembled into a consensus DNA sequence with the program "phrap " (Phil 

Green, University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 

designated DNA55726. 

440 



WON/73454 



PCT/DSOO/08439 



In ti^ of an observed sequence homology 
sequence encompassed wilhin the Merck EST done no, R75784, tbe Merck EST clone R75784 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert eModedifblHengtb protein* 
The sequence of this cDNA insert is shown in Figure 111 and is herein designated as DNA5686W478. 

The foil length done shown in Figure 110 contained a single open reading frame with an apparent 
$ transhtfcoal initiation site at nucleotide positions 189-191 and ending at the stop codoa found at nucleotide 
positions 1524-1526 (Figure 110; SEQ ID NO: 176). The predicted polypeptide precursor (Figure 111. SEQ 
ID NO: 177) is 443 amino acids long. PRO 11 15 has a calculated molecular wei^jt of ipproximately 50,533 
Dahow and an estimated pi of a|qm>xiiM Additional features include a signal peptide at about amino 

adds 1-20; potential N-glycosylation sites at about amino adds 204-207, 295-298, and 313-316; and putative 
10 transmurihane domains at about amino adds 35-54, 75-97, 126-146, 185-204, 333-350, and 353-371. 

An analysis of tbe Dayhoff database (version 35.45 SwissProt 35), using a WUBLAST-2 sequence 
aUg ranCTtarert ystoofthefiu^^ 

add seqoence identity between the PR01115 amino acid sequence and the following Dayhoff sequences: 
AHM3947J79, S73698, CEC47A 10_4, O0OMTNDS5O J , HS4LMP2AC J , LMP2JBBV, PA24_MOUSB, 
15 HCU33331J7, P-W05508, and AF002273J. 

done DNA56868-1478 was deposited with die ATCC on June 23, 1998 and is assigned ATCC 
deposit no. 203024.. 

EXAMPLE 47: Isolation of cD NA clones Encoding Human PRQ1277 
20 A consensus DN A sequence was assembled relative to other ESTs using repeated cycles of BLAST 

and the program "phrap* as described in Example 1 above. One or more of the ESTs from die assembly was 
derived from diseased coronary artery tissue. The consensus sequence obtained is designated herein as 
"DNA49434*. 

In light of an observed sequence homology between die DNA49434 consensus sequence and an EST 
25 sequence encompassed withmu^Incyte EST clone no. 3042605, the Incyte EST done 3042605 was purchased 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 112 (SEQ ID NO:178). 

Gone DN A5 6869- 1 545 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 188-190, and an apparent stop codon at nucleotide positions 2222-2224 (Figure 
30 112). The predicted polypeptide precursor is 678 amino acids long (Figure 1 13). The foil-length PR01277 
protein shown in Figure 1 13 has an estimated molecular weight of about 73,930 daltons and a pi of about 9.48. 
Additional features include a signal peptide at about amino acids 1-26; a transmembrane domain at about amino 
acids 181-200, and potential N-glycosylation sites at about amino acids 390-393 and 520-523. 

An analysis of the Day hoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
35 alignment analysis of the full-length sequence shown in Figure 1 13 (SEQ ID NO: 179), revealed significant 
homology between the PR01277 amino acid sequence and Dayhoff sequence no AF012252 J . Homology was 
also found between die PR01277 amino acid sequence and die following Dayhoff sequences: AF006740 J , 
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CA36HUMAN, HSU1J, HUMC0L7A1XJ, CA17_HUMAN, MMZ781QJ. GAMAjGHIGK, 
HSU69263J, YNX3JCAEEL, and MMRNAM3J. 

Clone DNA56869-1545 has been deposited with ATCC and is assigned ATCG deposit no. M3161. 

EXAMPLE 48: Isolation ofcDNA Qfiaa Bncodfa. Woman PRO) ^ 

A consensus DN A sequence was assembled relative to otoBST 
in Bangle 1 above. This consensus sequence is herein designated DNA52767. Based on the DNA52767 
consensus sequence, oligonucleotide* were syn^ 

the sequence of interest, and 2) for mo as probes to isolate a dona of the full-length coding sequence for 
PROH35. 

In order to screen several libraries for a source of a full-length done, DNA from the libraries was 
m screened by PCR amplification with PCR primer pairs prepared based upon the DNA52767 sequence. A 
positive library was then usM 
and one of the PCR primers. W*A for construction of to 

artery smooth muscle tissue (UB309). The cDNAUbrades used to isolate the cDNAdcmes were instructed 
by standard methods using commercially available reagents such as those from Invitrogen, San Diego, CA. 
The cDNA was primed with oligo dT containing a NotI site, linked with blunt to Sail hemikinased adaptors, 
deaved with NotI, sized appropriately by ge^ 

cloning vector (such as pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the Sfil site; 
see, Holmes et al. f Science. 221:1278-1280 (1991)) in the unique Xhol and NotI sites. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PROU35 [herein designated as DNA56870-1492] (SEQ ID NO: 180) and the derived protein sequence for 
PROH35. 

The entire nudeotide sequence of DNA56870-1492 is shown in Figure 1 14 (SEQ ID NO: 180). Clone 
DNA56870- 1492 contains a single open reading frame with an apparent translational initiation site at nudeotide 
positions 62^ and endiiig at tte 1685-1687 (Figure 114). The predicted 

polypeptide precursor is 541 amino adds long (Figure 1 15). The full-length PROl 135 protein shown in Pigure 
115 has an estimated molecular weight of about 60,335 daltons and a pi of about 5.26. Analysis of the full- 
length PROl 135 sequence shown in Figure 115 (SEQ ID NO: 181) evidences the presence of the following: 
a signal peptide from about amino add 1 to about aino acid 21, potential N-glycosylatkra sited from about 
amino acid 53 to about amino add 56, from about amino add 75 to about amino acid 78, from about amino 
add 252 to about amino acid 255 and from about amino acid 413 to about amino acid 416 and an amino add 
block having homology to glycosyl hydrolase femily 35 proteins from about amino acid 399 to about amino 
acid 414. Clone DNA56870-1492 has been deposited with ATCC on June 2, 1998 and is assigned ATCC 
deposit no. 209925. 

Analysis of the amino acid sequence of the full-length PROl 135 polypeptide suggests that it possesses 
significant sequence sbnflarity to the alpha 

a novel m annosi d ase. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
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evidenced significant homology between the FR01135 amino add sequence and die following Dayhoff 
sequences, DMC86E4J, D86967J, SPAC23A1_4, YHD4YBAST, B54408, SSMAN9MANJ, 
CBZC410_4, S61631 and MSU14190J. 

EXAMPLE 4ft Isolation of cDNA Qmh EBBOfflng P ?QJ 1 M 

A cDNA sequence isolated in the amylase screen described in Example 2 above was found, by the 
WU-BLAST-2 sequence alignment computer program, to have certain sequence identity to other known 
interferon receptors, HuscDNA sequence is herein designated DNA48466 and is shown in Figure 118 (SEQ 
ID NO: 184). Based on the sequence identity, probes were generated from toe sequence of the DNA48466 
molecule and used to screen a human breast ouronomalibr^ 
1 of Example 2 above. The cloning vector was pRK5B(pRK5B is a precursor of pRK^ 
the Sffl sit^ sec, Holmes etal.,Scig]^,^: 1278- 12^ (1991)), atti the cDNA size cut was less u\an 2800 
bp. 

The digonudeoride probes enjoyed were as follows: 
femw^PCR PTOBg S^AGGCTtCQCTQCOACTAOACCTCry (SEQ ID NO: 185) 
revenaPCR Primer 5*-GCAG(ntXXX3TAAGaATGGTTOAG-3' (SEQ ID NO:186) 

tefarifi^joiijafihfi 

S'-TTTCTACGCATrGATrCCATGTTTGCT (SEQ ID NO. 187) 

A foil length done was identified that contained a single open reading frame with an apparent 
translation^ initiation site at nucleotide positions 250-252, and a stop signal at nucleotide positions 1183-1 185 
(Figure 1 16, SEQ ID NO: 182). The predicted polypeptide precursor is 311 amino acids long, has a calculated 
molecular weight of approximately 35,076 daltons and an estimated pi of approximately 5.04. Analysis of the 
foil-length PR01114 interferon receptor sequence shown in Figure 117 (SEQ ID NO: 183) evidences the 
presence of die following: a signal peptide from about amino acid 1 to about amino acid 29, a transmembrane 
domain from about amino acid 230 to about amino acid 255, potential N-glycosylatkm sites from about amino 
acid 40 to about amino acid 43 and from about amino add 134 to about amino acid 137. an amino acid 
sequence block having homology to tissue factor proteins from about amino acid 92 to about amino acid 1 1 9 
and an amino acid sequence block having homo! ogy to integrin alpha chain proteins from about amino acid 232 
to about amino acid 262. Gone DNA57033-1403 has been deposited with ATCC on May 27, 1998 and is 
assigned ATCC deposit no. 209905. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 1 17 (SEQ ID NO: 1S3), evidenced significant 
homology between the PR01114 interferon receptor amino acid sequence and the following Dayhoff 
sequences: G01418, INR1JMOUSE. P_R71035, 1NGS_HUMAN, A26595J, A26593J, 156215 and 
TFJHUMAN. 

EXAMPLE 50: Isolation of cDNA Clones Encoding Human PBpMfl 

A consensus DNA sequence was identified using the method described in Example 1 above. This 
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co nsens us sequence is herein designated DNA35717. Based on die DNA35717 consensus sequence* 
ottgoapcfcoddcs were synthesized: 1) to identify by PGR a cDNA library Oat contained the sequence of 
interest, and 2) for us© as probes to isolate a clone of the fall-length coding sequence for PR0828. 

PCR primers (forward and reverse) were synthesized: 
forward PGR primer 5'-<X!AGQACnTCTACGAClTCAAGGC-3' (SEQ ID NO: 190); and 
reverse PCR Primer 5*-AGTCTGGGCCAGGTACTTXlAAGGC-3' (SEQ ID NO: 191). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA357 1 7 
sequence which had the following nucleotide sequence: 
hvbriJlmion probe 

y^^CATOCGGGGCAAACTtKmn^ (SEQIDNO:192) 
In order to screen several libraries for a source of a fall-length done, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified abovo* A positive library was then used 
to isolate clon es encoding tho PR0828 gene usi ng the probe oMgofloclBorido and one of the PCR primers* 
RNA far co n s tra c d on of die cDNA lihrarift was is o lated from human fetal long tissoo (f JB25)< 

DNA sequencing of die clones isolated as described above gave die fan-length DNA sequence for 
PR0828 [herein designated as DNA57G37-1444] (SEQ ID NO: 188) and die derived protein sequence for 
PR0828. 

The entire nucleotide sequence of DNA57037-1444 is shown in Figure 1 19 (SEQ ID NO: 188). Clone 
DNA57037-1444ttmtaima8iiiglcopen initiation stoat nucleotide 

positions 34-36 and ending at the stop codon at nucleotide positions 595-597 (Figure 119). The predicted 
polypeptide precursor is 187 amino acids long (Figure 120). The fall-length PR0828 protein shown in Figure 
120 has an estimated molecular weight of about 20,996 daltons and a pi of about 8.62* Analysis of the full- 
length PR0828 sequence shown in Figure 120 (SEQ ID NO: 189) evidences the presence of the following: a 
signal peptide at about amino acids 1- 21; sequences identity to glutathione peroxidases signature 2 at about 
amino adds 82-89; sequence identity to glutathione peroxidases sdenocysteine proteins at about amino acids 
35-60. 63-100, 107-134. and 138-159. Clime DNA57037-1444 has been deposited with ATCC on May 27, 
1998, and is assigned ATCC deposit no. 209903. 

* Analysis of the amino acid sequence of the fall-length PR0828 polypeptide suggests that it possesses 
significant sequence similarity to glutathione peroxidases, thereby indicating that PROS28 may be a novel 
peroxidase enzyme. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced sequence identity between the PR0828 amino add sequence and foe following Dayhoff sequences: 
AF053311J, CELT09A12_2, AC004151_3, BTUBJCOU, CER05H10J, PJP80918, PWU88907J, and 
PJV22308. 

BXAMELB St Isolation of cDNA doing BBfiflflfflg PROlflflQ 

A cDNA clone (DNA57129-1413) encoding a native human PRO1009 polypeptide was identified by 
die use of a yeast screen, in a human SK-Lo-1 adenocarcinoma cell line cDNA library that preferentially 
represents the 5 # ends of the primary cDNA clones. First SEQ ID NO:195 (Figure 123) was identified, which 
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wai extended by alignments to other EST sequences to form a consensus sequence. Oligonucleotide probes 
based upoo the consensus sequence wm synthesized and medio so 
the foB-kngth DNA57129-1413 done. 

The full length DNA57129-1413 done shown in Figure 121 contained a single open reading frame 
with an apparent translation^ hmiatta 

at nucleotide positions 1886-1888 (Figure 121; SEQ ID NO: 193). The predicted polypeptide 
122, SEQ ID NO: 1 94) is 61 5 amino adds long- Figure 1 22 also shows the approximate locations of the signal 
sequence, transmembrane domains, myristoylation sites, a glycosyiation site and an AMP-bmding domain. 
PRO1009 has a calculated molecular weight of approximately 68,125 dahons and an estimated pi of 
apiaraimatdy7.82. done DNA57129-1413 has been deposited with ATCC and is assigned ATXXdepo^ 
no. 209977. b is understood mat the deposited done has me actual and correct sequence and that the 
representations herein may have minor* normal sequencing errors. 

Based on a WU-BLAST-2 sequence alignment analysfa (using the AUON computer progr^ 
fan-length sequence, FRO1009 shows amino acid sequence 

were designated maDayhoffdat^^ CEF28F8_2, BSY13917J7, BSY13917J7, D69187, 

D69649, XCRPFBJ, E64928, YDIDJOOU, BNACSF8J and RPU75363JL 

EXAMPLE 52: Isolation of cDNA Qgng Bnaedln* Human PttOMftJ 

A eo n se n sp s DNA seq u ence was assembled relative to other EST sequences usmgphrap as described 
in Example 1 above. This consensus sequence is herein designated as DNA40671. 

In light of an observed sequence homology between the DNA40671 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. T705 1 3 , the Merck EST done T705 1 3 was purchased 
and the cDNA insert was obtained and sequenced . It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 124. 

The entire nudeotide sequence of DNA57690-1374 is shown in Figure 124 (SEQ ID NO: 196). Clone 
DNA57690-1374 contains a single open reading frame with an apparent tr and ati/mal init iation fiit ft at T*WTlffltidg 
positions 16-18 and ending at the stop codon at nudeotide positions 1054-1056 (Figure 124). The predicted 
polypeptide precursor is 346 amino acids long (Figure 125). The full-length PRO 1007 protein shown in Figure 
125 has an estimated molecular weight of about 35,971 daltons and a pi of about 8. 17. Clone DNA57690- 
1374 has been deposited with the ATCC on June 9, 1998. Regarding the sequence, it is understood that the 
deposited done contains the actual sequence, and the sequences provided herein are based on known 
sequencing techniques. The representative figures herein show the representative numbering. 

Analysis of the amino acid sequence of the full-length PRO 1007 polypeptide suggests that portions 
of it possess sequence identity to MAGPIAP, thereby indicating that PRO1007 may be a novd member of the 
family to which MAGPIAP belongs. 

Still analyzing the amino add sequence of SEQ ID NO: 197, the putative signal peptide is at about 
amino adds 1-30 of SEQ ID NO: 197. The transmembrane domain is at amino acids 325-346 of SEQ ID 
NO:197. N-glycosylation sites are at about amino acids 118-121, 129-132, 163-166, 176-179, 183-186 and 
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227-130 of SEQ ID NO:197. Ly^Parctomain protein homo^ 

of SEQ ID NO:197. The corresponding nucleotides of the amino acids presented herein can be routinely 
determined given the sequences provided herein. 

EXAMPLE 53: Isolation ofcDNA clones Encoding Hmnan PR01Q56 

Use of die signal sequence algorithm described in Exampte 3 above allowed U 
cluster sequence from the Incyte database, designated herein as 6425. This EST chister sequence was then 
compared to a variety of expressed sequeiro tag (EST) databases whkh included p^ 
GenBank) and a proprietary EST DNA database (Lifeseq*. Incyte Ilmrm 
existing homologies. The homology search was perform^ 

(Altshul et al.. Methods in Enzvmoloy v 266:46(M80 (1996K. Those compar is ons resulting in a BLAST score 
^ of 70 (or in some cases 9ty or greater 
* oon s e nsos DNA sequence with the program *phrap* (PhD Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA55736. 

In ligtrt of mobserved sequence hoo»^ 
sequence encompassed within the Merck EST clone no. R88049, die Merck EST done R88049 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 126 and is herein designated as DNA57693-1424. 

Cione DNA57693-1424 contains a single open reading frame with an apparent tranalational initiation 
site at nucleotide positions 56-58 and ending at the stop codon at nucleotide positions 416-418 (Figure 126) , 
Hie predicted polypeptide precursor is 120 amino acids long (Figure 127). The full-length PRO1056 protein 
shown in Figure 127 has an estimated molecular weight of about 13,345 daltons and a pi of about 5.18. 
Analysis of the full-length PRO1056 sequence shown in Figure 127 (SEQ ID NO: 199) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 18, a transmembrane domain 
from about amino acid 39 to about amino acid 58, a potential N-glycosytation site from about amino add 86 
to about amino acid 89, protein kinase C phosphorylation sites from about amino acid 36 to about amino acid 
38 and from about amino add 58 to about amino add 60, a tyrosine kinase phosphorylation site from about 
amino acid 25 to about amino acid 32 and an amino add sequence block having homology to channel forming 
colicin proteins from about amino acid 24 to about amino add 56. Clone DNA57693-1424 has been deposited 
with ATCC on June 23, 1998 and u assigned ATXX! deposit no. 203008. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of die full-length sequence shown in Figure 127 (SEQ ID NO: 199), evidenced significant 
homology between die PRO1056 amino acid sequence and the following Dayhoff sequences: PLM HUMAN, 
A40533, ATNG_HUMAN, A55571, ATNGJSHEEP, S31524, GEN13025, RICMOUSE, A48678 and 
A10871J. 

BKAMHB 34: hotetoifff cPWA ti<m Vm^lm Hwron FRfflBfi 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
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chisttt sequence from the Io^data^ This EST chmer sequence was then compared 

to t variety of expressed sequence tag (EST) databases which indu^ 
aid a proprietary EST DNA database 

h om olo g ies. The homology search was performed using the computer program BLAST or BLAST2 (Altshnl 
et iL. Methods fa Bnzvmolog y 266:460480 rt996tt. Those comparisons resulting in a BLAST score of 70 
5 (or in seme cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Rul Green, University of Washington. Seattle, 
Washington). The consensus sequence obtained therefrom u herein designated DNA56000. 

In light of an observed sequence homotogy between the DNA56000 consensus 
sequence encompassed within the Merck EST done no. W69233, the Merck EST done W69233 was 
10 ' pm dnsed and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length 
# protein. The science of this cDNA insert is shown in Figure 128 and is herein designated as DNA57694- 
1341. 

Clone DNA57694-1341 contains a single open reading frame with an app ar en t tr ansl at i ons! initiation 
site ainxdeotidepositRms 13-15 
15 The predicted polypeptide precursor is 99 amino adds long (Figure 129). The full-length PROS26 protein 
Shown in Figure 129 has an estimated molecular weight of about 1 1 ,050 daltons and a pi of about 7.47. 
Analysis of the fuIMength PROS26 sequence shown in Fi gure 129 (SEQ ID NO.201) evidences the presence 
of the following: a signal peptide from about annuo ackl 1 to ab 

sites from about amino acid 22 to about amino acid 27 and from about amino acid 90 to about amino add 95 
20 and an amino acid sequence block having homology to peroxidase from about amino add 16 to about amino 
add 48. Clone DNA57694-1341 has been deposited with ATCC on June 22, 1998 and is assigned ATCC 
deposit no. 203017. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the fulHength sequence shown in Figure 129 (SEQ ID NO:201), evidenced significant 
25 homology between the PROS26 amino acid sequence and the following Dayhoff sequences: CCU12315J, 
SCU961CW6. CELF39F10_4 and HELTHELHO. 

EXAMPLE 55: Isolation of cDNA clones Encoding Human PRQ819 

Use of the signal sequence algorithm described in Example * *h™*» identification an EST 

30 cluster sequence from the Incyte database, designated 49605. This EST cluster sequence was then compared 
to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) 
and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshui 
et al., Mtthflft? fa Pnz^nology 266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 

35 (or in some cases 90) or greater Oat did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "pbrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56015. 
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In light of an observed sequence honiology between the DN^^ 
seqnerce encompass^ 

and mocDNA insert was obtained and sequenced. It was found that (Ms insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 130 and is herein designated as DNA57695-1340. 

done DNA57693- 1 340 contains a single open reading frame wi ft an ar^ar^ 
site u n rtdro rid c positkms 46-43 and coding at the stop codon at nocleotide positions 202-204 (Figure 130). 
The predicted polypeptide precursor is 52 amino adds long (Figure 131). The foil-length PR0819 protein 
shown in Figure 131 has an estimated molecular weight of about 5,216 daltons and a pi of about 4.67. 
Analysis of die foll-kagth PROS19 sequence shown in Figure 131 (SEQ ID NO.203) evidences the presence 
ofthe following: a signal peptic 

site from about amino add 2 to about amino add 7 and a regkm having horo 

chain from about amino acid 5 to about ammo acid 33. Clone DNA57695-1340 has been deposited with 
ATCConJune23. 1998 and is assigned ATCC deposit no. 203006. 

An analysis of the DayhofY database (version 35.45 SwissPn* 35). using a WU-BLAST2 sequence 
aHgnment analysia of the rM-kngm sequence shown foRgu^ 

homology between the FR0819 amino add sequence and the following Dayhoff sequences: HSUQ3899_1, 
HUMIGUTEBJ, VG28JHSVSA, AFQ31522J. PAD1_YEAST and AF045484JL 

gXAMPLB 56: Isolation of cDNA Qgnfil BKQflfag BlBBS! PRftlftftft 

An initial candidate sequence from Incyte duster sequence no. 45748 was identified using the signal 
algorithm process described in Example 3 above. This sequence was then aligned with a variety of public and 
Incyte EST sequences and a consensus sequence designated herein as DNA56036 was derived therefrom. 

In light of an observed sequence homology between the DNA56036 consensus sequence and an EST 
sequence encompassed within the Merck EST done no. 489737, the Merck EST done 489737 was purchased 
and the cDN A insert was obtained and sequenced. It was found mat this insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 132. 

The entire nudeotide sequence of DNA57699-1412b shown in Figure 132 (SEQIDNO:204). Clone 
DNA57699-1412 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
positions 28-30 and ending at the stop codon at nucleotide positions 1204-1206 (Figure 132). The predicted 
polypeptide precursor is 392 ammo adds long (Figure 133). The foil-length PRO 1 006 protein shown in Figure 
133 has an estimated molecular wdgjht of about 46, 189 daltons and a pi of about 9.04. Clone DNA5769W412 
has been deposited with the ATCC. Regarding the sequence, it is understood that the deposited clone contains 
the correct sequence, and the sequences provided herein are based on known sequencing techniques. 

Analyzing the amino acid sequence of SEQ ID NO:205, the putative signal peptide is at about amino 
acids 1-23 of SEQ ID NO:2Q5. TrjeN-glycosyiatwn 

373-376 of SEQ ID NO:205. An N-rayristoylaiion site is at about amino acids 273-278 of SEQ ID NO:205. 
Thewrresrxmdingmideo 
sequences provided herein. 



448 



WOW73454 PCT/USOO/08439 

EXAMPLB57: Isolation of cDNA Clonea Bnendftw Human PROl 112 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a specific 
EST cluster sequence. This EST cluster sequence was thai compared to a variety of expressed sequence tag 
(EST) dtfahases which included publk EST databases (e.^ 

(UFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search 
5 waa performed using the computer program BLAST or BLAST2 (Altshul et aL, Methods hi Enzvmologv 
266:460-4S0 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater 
that did not encode known proteins were clustered and assembled into a consensus DNA sequence with the 
program -phrap" (Phil Green, University of Washington, Seattle. Washington). Hie consensus sequence 
obtained therefrom is herein designated DNA56018. 
10 In light of an observed sequence lumobgy between the DNA56018 consensus sequence and an EST 

sequence encompassed withm 

purchased ami thecDNA insert was obtained and sequenced. It was found that this insert encoded a fblHength 
protein. The sequence of this cDNA insert is shown in Figure 134 and is herein designated as DNA577Q2- 
147& 

15 The entire nucleotide sequence of DNA577Q2- 1476 is shown in Figure 134 (SEQ ID NO:206). Clone 

DNA577Q2-1476 contains a single open reading frame with an apparent tramlational initiation site at nucleotide 
positions 20-22 and ending at the stop codon at nucleotide positions 806-308 of SEQ ID NO:206 (Figure 134). 
The predicted polypeptide precursor is 262 amino acids long (Figure 135). The full-length PROl 1 12 protein 
shown in Figure 135 has an estimated molecular weight of about 29379 daltons and a pi of about 8.93. Figure 

20 135 also shows die approximate locations of the signal peptide and transmembrane domains. Clone 
DNA57702-1476 has been deposited with the ATCC on June 9, 1998. It is understood that the deposited clone 
has the actual nucleic acid sequence and that the sequences provided herein are based on known sequencing 
techniques. 

Analysis of the amino acid sequence of the full -length PRO 1112 polypeptide suggests that it possesses 
25 some sequence similarity to other proteins. More specifically, an analysis of the Dayhoff database (version 
35.45 SwissProt 35) evidenced some sequence identity between the PROl 112 amino acid sequence and at least 
the following Dayhoff sequences, MTY20B1M3 (a mycobacterium tuberculosis peptide), F64471, 
AE000690_6, XLU16364J, E43259 (H+-transporting ATP synthase) and PIGSLADRXEJ (MHC class II 
histocompatibility antigen). 

30 

EXAMPLE » Isolation. Of cDWA Encoding Huinan PRQJQ74 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
Incyte EST cluster sequence (Incyte cluster sequence No. 42586). This cluster sequence was then compared 
to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) 
35 and a proprietary EST DNA database (LIFESEQ™, Incyte Pharmaceutical a, Palo Alto. CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
ct aL, Mflhtfl? ai RflW^Aftv 266:46(M80 noo/fr Those comparisons resulting in a BLAST score of 70 
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(or in some cases 90) or greater dm did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "pimp* (Phil Green, Univ. of Washington, Seattle, Washington) . 
The consensus sequence obtained therefrom is herein designated DNA56251. 

In light of an observed sequence homology between the DNA56251 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. AA081912, the Merck EST clone AA081912 was 
purchased and the cDN A insert was obtained and sequenced, ft was found that thbinsm eroded a ^ 
protein. The sequence of this cDNA insert is shown in Figure 1 36 and is the fiiH-tength DNA sequence for 
PRO1074. Clone DNA57704-1452 was deposited with the ATCC on June 9, 1998, and if assigned ATCC 
deposit no. 209953. 

The entire nucleotide sequence of DNA57704- 1 452 is shown in Figure 1 36 (SBQ ID NO208). done 
DNA57704-1452 contains a single open reading fbma with *n upptw^ tran^t^*) Initiation site at nucleotide 
M P<*fricm 322-324 and encfin^^ TT* predicted 

polypeptide precurswU 331 am^ The foil-length PRO1074 protein shown in Figure 

137 has an estimated molecular weight of about 39,512 Daltcm and a pi of about 8.03. Analysis of the full- 
length PRO1074 sequence shown in Figure 137 (SEQ ID NCH209) evidences toe presence of the following 
features; a transmembrane domain at about amino adds 20 to 39; potential Njiftcos ylation sites at about amino 
acids 72 to 75, 154 to 157, 198to201, 212 to 215, and 326 to 329; a giycosaminoglycan attachment site at 
about amino acids 239 to 242, and a Ly-€/u-PAR domain at about amino adds 23 to 36. 

Analysis of the amino acid sequence of the full-length PRO1074 polypeptide suggests that it possesses 
significant sequence similarity to beta 1,3-galactosyltransferase, thereby inHi^ri« g that PRO 1074 may be a 
novel member of the galactosyltransferase family of proteins. Analysis of the amino acid sequence of the full- 
length PRO1074 polypeptide using die Dayhoff database (version 35.45 SwissProt 35) evidenced homology 
between the PRO1074 amino add sequence and the following Dayhoff sequences: AF029792 1 , P R57433, 
DMU41449J, AC000348J4, PJM7479, CET09F5_2, CEF14B6_4, CET15D6_5, CEC54C84. and 
CEHBH4J0. 

Clone DNA57704-1452 was deposited with the ATCC on June 9, 1998, and is assigned ATCC deposit 
no. 209953. 

EXAMPLE 59: Isolation of cDNA done* Rnendhip Human Pftftf ^ 

Use of the signal sequence algorithm described in Example 3 above allnwret iA^ffatKm of an EST 
cluster sequence torn the IJFBSEQ^databa^ Iiicytechister sequence no. 49243. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ® Ineyte Pharmaceuticals, Palo 
Alto, CA) to identify existing homologies. The homology search was performed using the computer program 
BLAST or BLAST2 (Altshul et al.. Method fa msmHoa 266:460-480 (1996)). Those comparisons 
resulting in a BLAST score of 70 (or in sane cases 90) or greater that did not encode known proteins were 
clustered and assembled into a consensus DNA sequence with the program "phrap* (Phil Green, University 
of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein designated 
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DNA56380. 

fo light ofan observed sequence homoto^ 
sequence encompassed within the Merck EST clone no. AA256657, the Merck EST dona AA256657 was 
purchased and the <&NA insert was obta^ It was found Oat this insert encoded a foil-length 

protein. The sequence of this cDNA insert is shown in Figure 138 and is herein designated as DNA5770&- 
5 1411. 

The fiill length done shown in Figure 138 contained a single open reading frame with an apparent 
translations] initiation sit© at nucleotide positions 30-32 and ending at the stop codon found at nucleotide 
positions 585*587 (Figure 138; SEQ ID NO310). The predicted polypeptide precursor (Figure 139, SEQ ID 
NO:211) is 185 amino adds long. PRO1005 has a calculated molecular weight of approximately 20,331 
10 daltons and an estimated pi of approximately 5.85. Clone DNA57708-14U was deposited with the ATCC 
m June 23. 1998, and is assigned ATCC deposit no. 203021 . 

An analysis of the Dayhoff database (verskm 35.45 SwissProt 35). usi^ 
alignment analysis of die foil-length sequence shown in Figure 139 (SEQ ID NO-.211), evidenced some 
homology between the PRO1005 amino acid sequence and the following Dayhoff sequences: DDU07187_1, 
15 DDU87912J, CELD1007J4, A42239, DDU42597J, CYAGJMCDI, S50452, MRKCJCLEPN, P-R41998, 
andXYNAJtUMFL. 

EXAMPLE «h Isolation ofcDNA clones Encoding Human PRO1073 

An initial DNA sequence referred to herein as DNA55938 and shown in Figure 142 (SEQ ID NO:214) 

20 was identified using a yeast screen, in a human SK-Lu-1 adenocarcinoma cell line cDNA library that 
preferentially represents the 5' ends of the primary cDN A clones. DNA55938 was then compared to ESTs 
from public databases (e.g., GenBank), and a proprietary EST database (LIFESEQ* Incyte Pharmaceuticals, 
Palo Alto, CA), using die computer program BLAST or BLAST2 [Altschul et al., Mfth^vh hi Firr ymologv . 
266:460480 (1996)]. The ESTs were clustered and assembled into a consensus DNA sequence using the 

25 cozqputer program "phrap* (Phil Green, University of Washington, Seattle, Washington). The consensus 
sequence obtained is designated herein as DNA5641 1. 

In light of an observed sequence homology between the DNA564 1 1 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. H86027, the Merck EST clone H86027 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a 

30 The sequence of this cDNA insert is shown in Figure 140. 

The foil length DNA57710-1451 clone shown in Figure 140 contained a single open reading frame 
with an apparent translational initiation site at nucleotide positions 345-347 and ending at the stop codon found 
atnudeoddepositJons 1242-1244 (Figure 140;SEQIDNO:212). The predicted polypeptide precursor (Figure 
141 , SEQ ID NO:213) is 299 amino acids long. PRO1073 has a calculated molecular wight of approximately 

35 34.689 daltons and an estimated pi of approximately 11.49. The PRO1073 polypeptide has die following 
additional features: a signal peptide at about amino acids 1-31, sequence identity to bZIP transcription fector 
bask domain signature at about amino acids, a potential N-glycosylation site at about amino acids 2-5, and 
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sequence identity with protamine PI proteins at about amino acids 158-183. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the fiilHength sequence shown in Figure 141 (SEQ ID NQ313), revealed seme sequence 
identity between the PRO1073 amino add sequence and die Mowing Dayhoff sequences: MMU37351J, 
ATAO00250510T9J22.10, 559043, ENXNUPRJ, B47328. SR55JDROME, S26650 t SONHUMAN, 
VmjCHICK, and XLC4SRPRTJ. 

OaneDNA577104451 was deposited wto 
no. 203048. 

HXAMTMB fl:fr>frfrm ftPM tiwrei J*mtf*i ttmn PROl m 

A cDNA done (DNA5771 1-1501) encoding a native human PROl 152 polypeptide was identified by 
employing a yeast screen, in a human infant brain cDNA library dial preferentially represents die 5* ends of 
the primary cDNA clones. Specifically, a yeast screen was employed to identify a cDN A de 
as DNA55807 (SEQ ID N0217; see Figure 145). 

In light of an observed sequence homology between the DNA55807 sequence and an EST sequence 
encompassed within the Mock EST done no. R56756, the Merck EST done R56756 was purchased and the 
cDNA insert was obtained and sequenced. It was found that this insert encoded a fiill-length protein. The 
sequence of this cDNA insert is shown in Figure 143. 

The fiill-length DNA5771 1-1501 clone shown in Figure 143 contains a single open reading frame with 
an apparent translatkmal initiation site at nucleotide positions 58-60 and ending at the stop codon at nucleotide 
positions 1495-1497 (Figure 143). The predicted polypeptide precursor is 479 amino acids long (Figure 144). 
The full-length PROl 152 protein shown in Figure 144 has an estimated molecular weight of about 53,602 
daltons and a pi of about 8.82. Analysis of the full-length PROl 152 sequence shown in Figure 144 (SEQ ID 
NO:2 16) evidences the presence of the following: a signal peptide from about amino acid 1 to about amino acid 
28, transmembrane domains from about amino acid 133 to about amino acid 155, from about amino acid 168 
to about amino acid 1 87, from about amino acid 229 to about amino add 247, from about amino acid 264 to 
about amino acid 285, from about amino acid 309 to about amino acid 330, from about amino acid 371 to about 
amino acid 390 and from about amino acid 44 1 to about amino acid 464 , potential N-gly cosy latjon sites from 
about amino acid 34 to about amino acid 37 and from about amino acid 387 to about amino acid 390 and an 
amino acid sequence block having homology to a respiratory-chain NADH dehydrogenase subunit from about 
amino add 243 to about amino add 287. done DNA5771 1-1501 has been deposited with ATCC on July 1, 
1998 and is assigned ATCC deposit no. 203047. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST-2 sequence 
alignment analysis of the full-length sequence shown in Figure 144 (SEQ ID NO:216), evidenced significant 
homology between die PROl 152 amino acid sequence and the Mowing Dayhoff sequences: AF052239J, 
SYNN9COAJ. SFCYTB2J, GEN12507, PJR11769, MTV025J09, C61168, S43171, PJP61689 and 
P_P61696. 
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EXAMPLE Gh Isolation of cDNA clone* Rncodin, Human PRQ11M 

Use of the signal sequence algorithm described in Example 2 above allowed idertiffcation of an EST 
ctosta sequence from the b This EST cluster sequent was then compared 

to i variety of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) 
and t proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
5 h om o lo gies . The homology seardi was perforated 

et al., M^hod^ a F"WAlftffV fi**)) Those comparisons resulting tot BLAST score of 70 

(or to some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DMA sequence with the program *phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtain 
10 to Ught of an observed sequence bcm»^ 

f sequence encompassed wito 
purc h a s ed an d thecDNA Insert was obtatocd and se qu enced, ft was found that this insert encoded a ftlMength 
protein. The sequence of this cDNA insert is shown in Figure 146 and is herein designated as DNA57827- 
1493. 

1 5 done DN A57827- 1493) contains a stogie open reading frame with an apparent translational initiation 

site at nucleotide positions 216-218 and ending at the stop codon at nucleotide positions 2112-2114 (Figure 
146). The predicted polypeptide precursor is 632 amino ackte long (Figure 147). The ftilMength PRO 1136 
protein shown in Figure 147 has an estimated molecular weight of about 69,643 daltons and a pi of about 8.5. 
Analysis of the full-length PRO 1136 sequence shown in Figure 147 (SEQID NO:219) evidences the presence 

20 of the following: a signal peptide from about amino acid 1 to about amino acid 15 and potential N-glycosy lation 
sites from about amino acid 108 to about amino acid 11, from about amino acid 157 to about amino acid 160, 
from about amino acid 289 to about amino acid 292 and from about amino acid 384 to about amino acid 387. 
Clone DNA57827-1493 has been deposited with ATCC on July 1, 1998 and is assigned ATCC deposit no. 
203045. 

25 An analysis of the Dayfaoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 147 (SEQ ID NO:219), evidenced significant 
homology between the PRO 11 36 amino acid sequence and the following Dayhoff sequences: AF034746J, 
AF034745J, MMAF000168J9, HSMUPP1J, AF060539J, SP97JIAT, 138757, MMU93309J, 
CEKQ1 A6_4 and HSA224747J. 

30 

EXAMPLE 63: Isolation of cDN A clones Encoding Human PRQ813 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
Incyte EST cluster sequence (Incyte EST cluster sequence no. 45501. The Incyte EST cluster sequence no. 
45501 sequence was then compared to a variety of expressed sequence tag (EST) databases which included 
35 public EST databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ™, Incyte 
Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was performed using 
the computer program BLAST or BLAST2 (Altshul et al., Methods in Enzvmolotw 266:460480 (1996)). 
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Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater Oat did not encode 
known proteins were clustered and assembled 

Greeav University of Washington, Seattle, Washington). The consensus sequence obtained therefrom b herein 
designated DNA56400. 

b light of an observed sequence homology between the DNAS6400 consensus sequence and an EST 
5 sequence enconq>assed within the Merck EST clone no. T90592,thoMeick EST ck>neT90592v^ purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a fulMength protein. 
The sequence of this cDN A insert to shown in Figure 148 and is herein designated DNA57834-1339. 

The lull length clone shown in Figure 143 contained a single open reading frame with an apparent 
trnwlaiional initiation site at nucleotide positions 109-111 and ending at the stop codon found at nucleotide 
10 positions 637-639 (Figure 149; SEQ ID NO:221). The predicted polypeptide precursor is 176 amino acids 
long, rm a calculated molec^ 

7.11. Analysis of the full-length PR0313 sequace shown in Figure 149 (SEQ ID NO:221) evidences the 
presence of die following: a signal peptide from abemt amino 

myratoylation sites £rom about amino ackl 48 to about amino add S3, from about ammo acid 153 to about 
15 amino acid 158, from about amino add 156 lo about amino add 161 and from about amino arid 167 to about 

amino acid 172. done DNA57834-1339 has been deposited with the ATOC on June 9, 1998 and is assigned 

ATCC deposit no. 209954. 

Analysis of the amino add sequence of the fulHength PR08 13 polypeptide suggests that it possesses 

sequence similarity to die pulmonary surfactant-associated protein C. More specifically, an analysis of the 
20 Dayhoff database (version 35.45 SwissProt 35) evidenced some degree of homology between the PR0813 

amino add sequence and the following Dayhoff sequences, PSPC_MUSVI, PJP92071, G02964, P_R65489, 

P_P82977, PJR84555, S55542, MUSIGHAJJ and PHI 158. 

EXAMPLE 64: Isolation of cDNA Oni^ Kn^iny tfuman PRQK09 

25 Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 

Incyte EST duster sequence. The incyte EST duster sequence was then compared to a variety of expressed 
sequence tag (EST) databases which included public EST databases (e.g. t Genfiank) and a proprietary EST 
DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The 
homology search was performed using the computer program BLAST or BLAST2 (Altshul et al.. Methods 

30 mBrgvmoiopv 266:460-480 (1996)). Those comparisons resulting in a BIJ^sccwof70 (win some cas« 
90) or greater that did not encode known proteins wane clustered and assembled into a consensus DNA 
sequence with the program "phrap* (Phil Green, University of Washington, Seattle, Washington). The 
consensus sequence obtained therefrom is herein designated DNA56418. 

In light of an observed sequence homology between the DNA564 1 8 consensus sequence and an EST 

35 sequence encompassed within the Merck EST done no. H74302 , the Merck EST done H74302 was purchased 
and the cDNAinscrt was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 150 and is herein rf^gngt^ DNA57836-1338. 
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The entire nucleotide sequence of DNA57836-1338 is shown in Figure 150 (SEQ ID NO.222). Clone 
DNAS7836-1338containsasing]eopea 

positions 63-63 and ending at the stop codon at nucleotide positions 858-860 of SEQ ID NO.222 (Figure ISO). 
The predicted polypeptide precursor is 265 amino adds long (Figure 151). The fbll length PRO809 protein 
showninFigure 151 has an estimated molecular weight of about 29,061 dal^ Figure 
151 fcrther shows the approximate posits The corresponding 

nucleotides can be determined by referencing Figure 150. Clone DNA57836-1338 has been deposited with 
ATOCon June 23, 1998. It is understood that the deposited clone has the actual nucleic acid sequence and 
that the sequences provided herein are based on known sequencing techniques. 

Analysis of the amino add sequence of 
some sequence similai% to the hep^ More 
specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced sequence identity 
between the PRO809 amino acid sequence and the following DayhotT sequences, PCBM_MOUSE, D82G82_ 1 
andPW14158. 

BXAMP1HB ff : MtfHffl Of fiPNA CtaOT ffqwffnir Mftlftflll PRQZ21 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
Incyte EST cluster sequence. The Incyte EST cluster sequence was then compared to a variety of expressed 
sequence tag (EST) databases which included public EST databases (eg., GenBank) and a proprietary EST 
DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The 
homology search was performed using the computer program BLAST or BLAST2 (Altshul et ah, Methods 
in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 
90) or greater that did not encode known proteins were clustered and assembled into a consensus DNA 
sequence with the program "phrap" (Phil Green, University of Washington, Seattle, Washington). The 
consensus sequence obtained therefrom is herein designated DNA56429. * 

hi light of an observed sequence homology between die DN A56429 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. 36367, die Merck EST clone 36367 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a ftill-length protein. 
The sequence of this cDNA insert is shown in Figure 152 and is herein designated DNA57838-1337. 

Ihe entire nucleotide sequence of DNA57838-1 337 is shown in Figure 152 (SEQ ID NO:224). Clone 
DNA57838-1337 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions £-1 1 and ending at the stop codon at nucleotide positions 747-749 of SEQ ID NO:224 (Figure 152). 
The predicted polypeptide precursor is 246 amino acids long (Figure 153). The full-length PR0791 protein 
shown in Figure 153 has an estimated molecular weight of about 27,368 daltons and a pi of about 7.45. Figure 
153 abo shows the approximate locations of the signal peptide, the transmembrane domain, N-glycosylation 
sites and a region conserved in extracellular proteins. The corresponding nucleotides of one embodiment 
provided herein can be identifiedby referencing Figure 152. done DNA57838-1337 has been deposited with 
ATOCon June 23, 1998. It is understood that the deposited clone has the actual nucleic acid sequence and 
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that the sequences provided herein are based on known sequencing techniques . 

Analysis of the ammo add sequence of the fWHength FR0791 polypeptide suggests that it has 
sequence similarity with MHC-I antigens, thereby indfca^ 

More specifically, an analysis of the Dayboff database (version 35.45 SwissPn* 35) evidenced some sequenc 
identity between the PR0791 amino add sequence and the following Dayhoff sequences, AFQ34346 1 f 
MMQ1K5J and HFEjHUMAN. 

EXAMPLE 66: Isolation of cDMA clones Encoding Human FRO1001 

Use of the signal sequence algorithm described in Example 3 above allowed idgnti fica Hon of a single 
Incyte EST duster sequence, Incyte duster sequence No. 73681. This EST cluster sequence was then 
compared to a variety of expressed sequence tag (EST) databases which 

GenBank) to identify existing homologies. The homology search was performed i^ttecomptiter program 
BLAST or BLAST2 (Atahnl * «L. Mert**i» fa BDBBBpJflg 266:460-480 Those comparisons 

resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were 
clustered and assembled into a consensus DNA sequence with the program "phrap* (Phil Green. Univ. of 
Washington, Seattle, Washington). The consensus sequence obtained thereftom is herein designated as 
DNA56516. 

In Hgjbt of an observed sequence homology between the DNA56316 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no . H43837 , the Merck EST clone H43 837 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a Ml-length protein. 
The sequence of this cDNA insert is shown in Figure 154. 

The full length clone shown in Figure 154 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 1 19-121 and ending at the stop codon at nucleotide positions 
464-466 (Figure 154; SEQ ID NO:226). The predicted polypeptide precursor is 1 15 amino acids long (Figure 
155; SEQ ID NO:227). The full-length PRO 1004 protein shown in Figure 155 has an estimated molecular 
weight of about 13,649 daltons and a pi of about 9.58. Analysis of the full-length PRO1004 sequence shown 
in Figure 155 (SEQ ID NO:227) evidences the presence of the following features: a signal peptide at about 
amino acids 1-24, a microbodies C-terminal targeting signal at about amino acids 113-115, a potential N- 
glycosylarJon site at about amino adds 71-74, and a domain having sequence identity with dihydrofolate 
reductase proteins at about amino acids 22-48. 

Analysis of die amino add sequence of the full-length PRO1004 polypeptide using die Dayhoff 
database (version 35.45 SwissProt 35) evidenced homology between the PRO1004 amino acid sequence and 
the following Dayhoffsequences: CELR02D3__7, LBOMOUSE, AF006691 J, SSZ97390J, SSZ97395J, 
andSSZ97400J. 

Clone DNA57844-1410 was deposited with the ATCC on June 23, 1998, and is assigned ATCC 
deposit no, 203010. 
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gEAMTlg (87: IfttotfftB rf ?PNA dm Pnroffipi Hwan EBQ11AI 

M expressed sequence tag (EST) DNA database (1^^ 
was searched and an EST was identified which had homology to Insulin-lite growth factor binding protein, 

RNA for construction of cDNA libraries was isolated from human fetal brain. The cDNA libraries 
used to isolate die cDNA clones encoding human PR01U1 were constmcted by standard methods using 
commercially available reagents such as ttiose from Invitrogen* San Diego. CA. The cDNA was primed with 
oHgo dT containing a Nod site, linked with blunt to Sail hemfldnased adaptors, cleaved with NotI, sized 
appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such 
as pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain fee Sfil site; se*» Holmes et aL f 
Science. 252:1278-1280 (1991)) in the unique Xhol and NotL 

The human fetal brain cDNA libraries (prepared as described abo^ 
with a synthetic oligonndeodde probe based upon the Incyte EST sequence described above: 
y-CCACfXCCTQOAGGTO^ (SEQ ID N0351). 

An identified cDNA clone was sequenced in entirety. The entire nucleotide sequence of PROllll 
isdiowninFigurel56(SEQIDNCh22S). Clone DNA58721-1475 contains a single open reading frame with 
an apparent translatkmal initiation site at nucleotide positions 57-59 and a stop codon at nucleotide positions 
2016-2018 (Figure 156; SEQ ID NO:228). The predicted polypeptide precursor is 653 amino adds long 
(Figure 157). The transmembrane domains are at positions 21-40 (type II) and 528-548. Clone DNA58721- 
1475 has been deposited with ATCC and is assigned ATCG deposit no. 203110. The toll-length PROllll 
protein shown in Figure 157 has an estimated molecular weight of about 72,717 dahons and a pi of about 6.99. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 157 (SEQ ID NO:229), revealed some sequence 
identity between the PRO 1111 amino acid sequence and the following Dayhoff sequences: A58532, D86983 J , 
RNPLGPVJ, PGS2JRJMAN, AF038127J, ALS MOUSE, GPVJHUMAN, PGS2JBOVIN, ALS_PAPPA 
and 147020. 

EXAMPLE 68: Isolation of cDNA clones B rarfgnjr ^iim^n PRQ1344 

A consensus DN A sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA33790. Based on the DNA33790 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01344. 

PCR primers (forward and reverse) were synthesized: 
fQEWftffl PCR primer 5 t "AGGTTCGTGATGGAGACAACCGCG>3 ' (SEQ ID NO:232) 
ISSfflS_ECBjOiB§r 5•-TOTCAAGOAOGCACTGCCOTCAT(I-3• (SEQ ID NO:233) 
Additionally, a synthetic oUgonucleodde hybridization probe was constructed from die consensus DNA33790 
sequence which had die following nucleotide sequence 
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hvbnd i / a t i on probft 

S'-TGGCCAOATCATCAAGCG^ (5EQIDN0234) 
In order to screen several libraries far a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PGR primer pair Identified above. A positive Kbrary was then used 

to isolate clones encoding the PR01344 gene using the probe oligonucleotide and one of the PGR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of die clones isolated as described above gave die foil-length DNA sequence for 

PR01344 (designated herein as DNA58723-1588 [Figure 158, SEQ ID NO:230D; and the derived protein 

sequence for PR01344. 

The entire nucleotide sequence of DNA58723-1588 is shown in Figure 158 (SEQ ID NO:230). Clone 
DNA58723-1588coittaira*gfaigkope^ initiation she at nucleotide 

m posidom 26-28 and ending at die stop codra The predicted 

polypqaktopTecur^ Tl» foil-length PRO!344pn^ 

159 1» an estimated molecular wei^ Analysis of tfao full- 

length PR01344 sequence shown in Figure 159 (SEQ ID N0231) evidences die presence of the following: 
a signal peptide from about amino acid 1 to about amino acid 23, an EGF-lfloe domain cysteine protein 
signature sequence from about ami» 

abou amino a(^96 to abom amino acid 99, from ab<wt amino acid 279 to abom amino acid 282, from about 
amino acid 316 to about amino add 319, from about amino acid 451 to about amino acid 454 and from about 
amino add 614 to about amino acid 617, an amino acid sequence block having homology to serine proteases, 
trypsin family from about amino acid 489 to about amino add 505 and a CUB domain protein profile sequence 
from about amino acid 150 to about amino add 166. Clone DNA58723-1588 has been deposited with ATCC 
on August 18, 1998 and is assigned ATCC deposit no. 203133. 

An analysis of the Dayhoff database (version 35.45 SwissPtot 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 159 (SEQ ID NO:231), evidenced significant 
homology between die PR01344 amino acid sequence and die following Dayhoff sequences: S77063_l, 
CRARMOUSB, P.R74775, P_P90070, PJ&09217, PJT0475, HSBMP16J and U5Q330J. 

EXAMPLE 69: Isolation of cDNA clones Encoding Human PROl 109 

A consensus DNA sequence was assembled relative to odier EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA52642. The consensus DNA 
sequence was obtained by extending using repeated cydes of BLAST and phrap a previously obtained 
consensus sequence as far as possible using the sources of EST sequences discussed above. Based on the 
DNA52642 consensus sequence, oligonucleotides were synthesized : 1) to identify by PCR a cDN A library that 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the foil-length coding sequence 
forFROU09. 
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PCR primers (forward and reverse) were synthesized: 
ifowart PCR, primer S'-CCTTAOGTCAOAGGOCAQAGCAAGC-S' (SEQ ID NO-J37) 

rwm PCR prfmg y^AQeTrcATcc GT tctQaivivACc^' (seqidnojss) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA52642 
sequence which had the following nucleotide sequence 

5'-CAGGAATGTAAAGCTTTACAGAGG^nXXXX^TOC^ (SEQ ID NO.239) 

In order to screen several libraries for a source of a AilHength clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PRO 1 109 gene using die probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated from human SK-LikI adenocarcinoma cell tissue 
4 (UB247). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1109 (designated herein as DNA58737-1473 [Figure 160. SEQ ID NOJ235D and the derived protein 
sequence for PROl 109. 

The entire nucleotide sequence of DNA58737-1473 is shown in Figure 160 (SEQ ID NO:235). Clone 
DNAJ8 >b M473 contains a single open reading frame with an apparent translatiooal initiation site at nucleotide 
positions 1 1^120 and endnig at dte stop codon at nucleotide positions 1151-1 153 (Figure 160). The predicted 
polypeptide precursor is 344 amino adds long (Figure 161). The full-length PROl 109 protein shown in Figure 
161 has an estimated molecular weight of about 40.041 daltons and a pi of about 9.34. Analysis of the full- 
length PROl 109 sequence shown in Figure 161 (SEQ ID NO:236) evidences the presence of the following: 
a signal peptide from about amino acid 1 to about ammo acid 27, potential N-glycosylation sites from about, 
amino acid 4 to about amino acid 7, from about amino acid 220 to about amino acid 223 and from about amino 
acid 335 to about amino acid 338 and an amino acid sequence block having homology to xylose isomerase 
proteins from about ammo acid 191 to about amino acid 201. Clone DNA58737-1473 has been deposited with 
ATCC on August 18. 1998 and is assigned ATCC deposit no. 203136. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 161 (SEQ ID NO:236). evidenced significant 
homology between the PROl 109 amino acid sequence and the following DayhotT sequences: HSUDPGAL_1 , 
HSUDPB14J, NALS_BOVIN, HSUI0473J, CEWQ2B1211, YNJ4CAEEL, AEO00738J1, CBT24D1 1, 
S48121andCEGLY9_l. 

EXAMPLE 70: Isolation of cDNA clone. R ocodinp Human PRO HOT 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA53961. Based on the DNA53961 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01383. 
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PCR primers (fbnvard and reverse) were synthesized: 
forward PGR primer 5'^TTTCfOTAn«rimAf¥yAnrTrv'-A' (SEQ ID N0242) 
aWTO fCR Pri^nef 3'-GAAAGGCXX^CAG(^CATCTGGCAQ-3' (SEQ fl> N&243) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA53961 
sequence which had the following nucleotide sequence 
hybridization probe 

5 # <3CAattCCXXS^ (SEQ ID N0244) 

III aider to screen several litanies ftea source of 
screened ly PGR amplifi c ato A positive library was then used 

to isolate clones encoding the PR01383 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated fi^ human fetal brain tissue. 

DNA sequencing of the denes isolated at described above gave the rulWength DNA seqnence for 
PR01383 (designated herein as DNA58743-1609 [Figure 162, SEQ ID NO: 240D and the derived protein 
sequence for PR01383. 

The entire nucleotide sequence of DNA53743-1609 is shown in Figure 162 (SEQ ID NO:240). Clone 
DNA58743>1609c<attaimasin^ open reading 

positions 122-124 and ending at the stop codon at nucleotide positions 1391-1393 (Figure 162). The predicted 
polypeptide precursor is 423 amino acids long (Figure 1 63) . TT»fulMengthItt01383pro^ 
163 has an estimated molecular weight of about 46,989 daltons and a pi of about 6.77. Analysis of the foD- 
length PR01383 sequence shown in Figure 163 (SEQ ID NO:241) evidences die presence of the following: 
a signal peptide from about amino acid 1 to about amino acid 24, a transmembrane domain from about amino 
acid 339 to about amino acid 362, and potential N-glycosy lation sites from about amino acid 34 to about amino 
acid 37, from about amino acid 58 to about amino acid 61, from about amino acid 142 to about amino acid 
1 45 , from about amino acid 197 to about amino acid 200, from about amino acid 300 to about amino acid 303 
and from about amino add 364 to about amino acid 367 . Clone DNA58743- 1 609 has been deposited with 
ATCC on August 25, 1998 and is assigned ATCC deposit no. 203154. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
ali g nme nt a n al y sis of die full-length sequence shown in Figure 163 (SEQ ID NO:241), evidenced significant 
homology between the PRO 1 3 83 amino add sequence and die following Dayhoff sequences: NMBJHUMAN, 
QNRjOOTTA, PJW38335, PMSjCHICK, P_W38164, A45993J, MMU7G209J, D83704J andP_W39176. 

EXAMPLE 71 : Isolation afcDNA Clones Kn^riinff Hnn mn PRO1003 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
Incyte EST cluster sequence designated herein as 43055. This sequence was then compared to a variety of EST 
databases which i«au*f£i public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(LIFESEQ 1 *, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search 
was performed using the computer program BLAST or BLAST2 (Altshul et al., Methods in Enzymolopv 
266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater 
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in* M t** «$g& known ntotei» were ctostwed and assem^ 

prognun •fbap' (Phil Green, Unlvenity of Wisbington, Seattle, Washington). The consensus sequence 
stained ftamftoni is herein designated consenOl. 

In Hght of an observed sequence homology between the consensu! sequence and an EST sequence 
1 within the Incyte EST clone no. 2849382, the Incyte BCT clone 2849382 was purc^ 
cDNA insen was obtained and sequenced. It was found that this insert encoded a flill-length protein. The 
sequence of this cDNA insert la shown in Figure 164. 

ll»enttt«iincleotldeseqo^ q,, 
DNAS8846-1409 contains a single open readinf frame with mi apparent tr^fari^i Htintim mr icotid 0 
petitions 41-43 and ending at (he stop codon at mideotide i>ositkm^ The predicted 

polyiieptideprecursoTis84anm» TheftlHei^l^lOQ3|Hotdnshownfa 
A 165 *** an estfanated molecular weight of about 9,408 daltona and a pi of about 9.28. Analysis of the futi- 
le PTO1003se*>enc« shown mH^^ 
atanA»addaltoabout24,andacAMF-aiidcGMP-depe^ 
amino adds 58 to about 61. Aiiahysisof the ammo add sequence of me 

the Dayhoff database (version 35.45 SwissProt 35) evidenced homology between the PRO1003 amino add 
sequence and the following Dayhoff sequences: AOPCZA363_3, SRTXATRBN. A48298. MHVJHMS 1. 
VGL2_CVMJH, DHDHTC22, COKfRAT, TAL6HUMAN, P_W14123, and DVUFI2. 

EXAMPIE73: Isolation of cTtNA Clones Encoding Human PROt |QJ 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA53237. 

In hght of an observed sequence homology between the DNA53237 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 237988 1 . the Incyte EST clone 237988 1 was purchased 
and the cDNA insert was obtained and sequenced. It was found mat this insen encoded a full-length protein. 
The sequence of mis cDNA insert is shown in Figure 166 and is herein designated DNA58848-1 472. 

The entire nucleotide sequence of DN A58848-1472 is shown in Figure 166(SEQIDNO:247). done 
DNA58848-1472 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
positions 77-79 and ending at the stop codon at nucleotide positions 1445-1447 (Figure 166). The predicted 
polypeptide precursor is 456 amino adds long (Figure 167). The lull-length PROl 108 protein shown in Figure 
167 has an estimated molecular weight of about 52,071 daltona and a pi of about 9.46. Analysis of the full- 
length PROl 108 sequence shown in Figure 167 (SEQ ID NO:248) evidences me presence of the following:type 
n transmembrane domains from about amino acid 22 to about amino acid 42, from about amino acid 156 to 
about amino acid 176. from about amino acid 180 to about amino acid 1 99 and from about amino acid 369 to 
about amino add 388, potential N-gJycosylaion sites from about amino add 247 to about amino acid 250, from 
about ammo acid 327 to about amino acid 330, from about amino acid 328 to about amino acid 33 1 and from 
about amino add 362 to about amino acid 365 and an amino add block having homology to BR lumen protein 
retaining receptor protein from about amino acid 153 to about amino acid 190. Clone DNA58848-1472 has 
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been deposited with ATCC on June 9, 1998 and is assigned ATCC deposit no. 209955. 

Analysis of the ainino acid seqiro 
sigriificam sequence sir^^ 

homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
significant homology between the PRO1108 amino add sequence and die following Dayhoff sequences, 
5 ATO15811J, CER07E3_2, YL35_CAEEL, S73863,CEF59F4j4. PJV06422, MMU41736J,MTV008 39 # 
P_R99248andY67_BPT7. 

EXAMPLE 73; faflfafon nf cDNA Qgpa Rn»wKfly IWm PROl 117 
Tr* extracellular ctomam 
10 known secreted proteins from die Swiss-Prot publk protein database were 

M tag (EST) databases. The EST databases included public EST databases (e. g. , GenBank) and a proprietary 
EST DNA database (UFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using 
the computer program BLAST or BLAST! (Atehul et ah, Methods in Enzvmology 2ft:46(M80 (1996)) as 
a comparison of the BCD protein sequences to a 6 frame translation of die EST sequence. Using this 
15 procedure, Incyte EST No. 3459449, also referred to herein as *DNA7108\ was identified as an EST having 
a BLAST score of 70 or greater that did not encode a known protein. 

A consensus DNA sequence was assembled relative to die DNA7 1 08 sequence and other ESTs using 
repeated cycles of BLAST and the program "phiap" (Phil Green, Univ. of Washington, Seattle, WA). The 
consensus sequence obtained therefrom is referred to herein as DNA53952. 
20 In light of an observed sequence homology between the DNA53952 consensus sequence and an EST 

sequence encompassed within the to 

and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 168. 

The entiie nucleotide sequence of DNA58849-1494 is shown in Figure 168(SEQIDNO:249). Clone 

25 DNA58849-1494 contains a single open reading frama with an apparent translnrimytl iniriaKnn frjfr at nurieotidft 
positions 77-79 and ending at the stop codon at nucleotide positions 797-799 (Figure 168). The predicted 
polypeptide precursor is 240 amino acids long (Figure 169). The full-length PROl 137 protein shown in Figure 
169 lias an estimated molecular weight of about 26,064 daltons and a pi of about 8.65. Analysis of the full- 
length PROl 137 sequence shown in Figure 169 (SEQ ID NO:250) evidences the presence of a signal peptide 

30 at about amino acids 1 to 14 aiKl a potential N-glycosylation site at about amino acids 101-105. 

Analysis of die amino acid sequence of the full-length PROl 137 polypeptide suggests that it possesses 
significant sequence similarity to ribosyltransferase thereby indicating that PROl 137 may be a novel member 
of the ribosyltransferase family of proteins. Analysis of the amino acid sequence of the full-length PROl 137 
polypeptide using the Dayhoff database (version 35.45 SwissProt 35) evidenced homology between the 

35 PROl 137 amino acid sequence and the following Dayhoff sequences: MMART5J, NARG_MOUSB, 
GEN11909, GBN13794, GEN14406, MMRNART62J, and PJU1876. 
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EXAMPLE 7* UsMBA of cDNA clones Encodi ng Human PROI138 

Ifte of the signal sequence algorithm descr ibed fa Brnmptft * allowed H^fra t to n of a single 
Incyte EST sequence, Incyte cluster sequence no. 165212. This cluster sequence wai then compared to a 
variety of expressed sequence tag (EST) databases whkh included pubfc 

a proprietary EST DN A database (LDPESEQ™. Incyte Pharmaceuticals, Palo Abo, GA) to identify existing 
h om o lo gie s. The homology search was performed using the computer program BLAST or BLAST2 (Afcshnl 
et aL, M*hn«h fa BgaBdogK 2*frd*ft-dtti f iQQfift Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus MIA sequence with die program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom fa herein designated as DNA54224. The assembly 
included a proprietary Genentech EST designated herein as DNA49140 (Figure 172; SEQ ID NO:254). 

tat light of an observed sequence homotogy between ti»DNA54224 consensu 
sequence eawttipassedwithto 

and the cDHA insert was obtained and sequenced. It was found that Ob insert eroded a fidHcngth protein. 
The sequence of this cDNA insert is shown in Figure 170 and is the foil-length DNA sequence for PRO 1 1 38. 
Clone DNA58850-1495 was deposited with the ATCC on June 9, 1998, and fa assigned ATCC deposit no. 
209956. 

The entire nucleotide sequence of DNA58850-1495 is shown in Figure 170 (SEQ ID NO:252). Clone 
DN A588S0-1495 contains a single open reading frame with an apparent translattanal initiation site at nucleotide 
positions 33-40 and ending at the stop codon at nucleotide positions 1043-1045 (Figure 170). The predicted 
polypeptide precursor is 335 amino acids long (Figure 171). The foll-length PROl 138 protein shown in Figure 
171 has an estimated molecular weight of about 37,421 Daltons and a pi of about 6.36. Analysis of the foil- 
length PROl 138 sequence shown in Figure 171 (SEQ ID NO:253) evidences the presence of the following 
features: a signal peptide at about amino acid 1 to about amino acid 22; a transmembrane domain at about 
amino acids 224 to about 250; a leucine zipper pattern at about amino acids 229 to about 250; and potential 
N-gtycosyfation sites at about amino acids 98-101, 142-145, 148-151, 172-175. 176-179, 204-207, and 291- 
295. 

Analysis of the amino acid sequence of the lull-length PRO 1 1 38 polypeptide suggests that it possesses 
significant sequence similarity to the CD84, thereby indicating that PROl 138 may be a novel member of the 
Ig superftmily of polypeptides. More particularly, analysis of the amino add sequence of the foil-length 
PROl 1 38 polypeptide using the Dayhoff database (version 35 .45 SwfasProt 35) evidenced homology between 
the PROl 138 amino acid sequence and the following Dayhoff sequences: HSU82988J, HUMLY9J, 
PR97631. P_R97628, PJ197629, P_R97630, CD48_RAT, CD2_HUMAN, P_P93996, and HUMBGP_1. 

Clone DNA58850-1495 was deposited with ATCC on June 9, 1998, and is assigned ATCC deposit 
no. 209956. 

EXAMPLE 75: Isolation of cDNA clones Encoding Hnmnn PppflflM 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
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cluster sequence from the Incite database, designated 66212- This EST cluster sequence was then compared 
to a variety of expressed 

and a proprietary EST DNA database (UFBSBQf , Incyte Pharmaceuticals, Palo Alto, GA) to tdcatUy existing 
homologies. The homology seartft was performed using 

et al- MSbsA fa FflW^ftBY 26&46CM80 {iQMft Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washhgpn). The consensus sequence obtained therefrom is herein designated DNA55722. 

In light of an observed sequence hrmutogyte 
sequence encompassed within the Iix^ 

and the cDNA insert was obtained and sequenced. It was found that this insert encoded a foil-length protein. 
M The sequence of thbcDNAinsmbsboro 

done DNAS8833-1423 eoatalnt a rfngteapen wadinj frami wirti an *ppmr*** ^n^^^j Mtfattan 
site at nucleotide positions 4648 and ending at the stop codon at nud^^ 

TheprafictedpolypeptklepTec^ Thefii]I-kngthPR01Q54 protein 

shown in Figure 174 has an estimated molecular weight of about 20,638 daltons and a pi of about 5.0. 
Analysis of die full-length PRO 1054 sequence shown in Figure 1 74 (SEQ ID NO:256) evidences die presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 18, a leucine zipper pattern 
torn about amino acid 155 to about amino add 176 and amino acid sequence blocks having homology to 
lipocalin proteins from about amino acid 27 to about amino acid 38 and from about amino acid 110 to about 
amino acid 120. Cone DNA58853-1423 has been deposited with ATCC on June 23, 1998 and is assigned 
ATCC deposit no. 203016. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the ftill-length sequence shown in Figure 174 (SEQ ID NO:256), evidenced significant 
homology between the PRO1054 amino acid sequence and the following Dayhoff sequences: MUPl_MOUSB, 
MUP6MOUSB, MUP2_MOUSB, MUP8_MOUSB, MUP5_MOUSE, MUP4_MOUSB, S10124. 
MUPM_MOUSE, MUP RAT and ECU70823J. 

EXAMPLE 7fr Isolation of cDNA clones Encoding Human PRQ994 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from th© Incyte database, designated 1 57555. This EST cluster sequence was then compared 
to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) 
and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using die computer program BLAST or BLAST2 (Altshul 
et al, Mtihfldft to BMYmotOgy 266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA55728. 
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fa light of an observed sequence honwtogy between the DNA55728 consent 
se qo cw e ncc M i ip aasedwiflifa 

andtecDNA insect was obtained and sequenced. It was found that this insert encoded t full-length protein. 
The sequence of this cDNA insert is shown in Figure 1 75 and is herein designated as DNA58855- 1422. 

Clone DNA5885M422 contains a single open r^^ 
site * nucleotide positions 31-33 aai ending at the stop codon at micleotide positions 718-720 (Figure 175). 
The piedk^ polypeptide precorsOT 176). The full-length PR0994 protein 

shdnm in Figure 176 has an estimated molecular weight of about 25,109 chitons and a pi of about 6.83. 
Analysis of the fall-length PR0994 sequence shown in I^gure 176 (SEQ ID NO^S^ evidences the pmei^ 
of die following: transmembrane domain from about amino add 10 toa 
add 50 to about amino add 72. from about amino add 87 to about ami^ 

191 to about amino add 213, potential N-glycosylation sites from about amino add 80 to about amino add 83, 
from about amino add 132 to about amino acid 135, from about amino add 148 to about amino 
from about amino add 163 to about amino add 166 and an amino acid block having homology to 
TNFR/NGFR cystdne-rkh region proteins from about amino acid 4 to about amino acid 11* Clone ■ 
DNA58855-1422 has been deposited with ATCCon June 23, 1998 and is assigned ATCC deposit no. 203018. 

An analysis of the Dayhoflf database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the frill-length sequence shown in Figure 176 (SBQ ID 1*0:25$), evidenced significant 
homology between the PR0994 amino acid sequence and the following Dayhoff sequences: AF027204J, 
TAL6 HUMAN, ILT4_HUMAN, JC6205, MMU57570J, S40363, ETU56093J, S42858, P_R66849 and 
P_R74751. 

EXAMPLE 77! Isolation of cDNA dim« pnmHinff Hnm^n 2BQM2 

Use of die signal sequence algorithm described in Example 3 above allowed identification of an EST 
dnster sequence from the Iacyte database, designated 170079. This EST duster sequence was then compared 
to a variety of expressed sequence tag (EST) databases which induded public EST databases (e.g., GenBank) 
and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al_. Mefoflfr ffl BffigffiQlfigy 266:460480 ( 1Q0 *ft Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington* Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated as DNA55721 . 

In light of an observed sequence homology between the DNA55721 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 388964, the Incyte EST done 388964 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 177 and is herein designated as DNA59205-1421. 

Clone DNA59205-1421 contains a single open reading frame with an apparent translatkmal initiation 
site at nucleotide positions 55-57 and ending at die stem codon at nucleotide positions 304-306 (Figure 1 77). 
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The predated polypeptide pnxur^ 178). The foil-length PR0812 protein 

showi m Figure 178 has an estimated n^^ Analysis 
of the fctt-kftgth PR0812 sequence shown in Figure 178 (SEQ ID NO:260) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 15, a cAMP- and oGMP-dependent 
protein kinase phosphorylation site from about amino acid 73 to about amino acid 76 and protein kinase C 
phosjtaiylatkm sites from about amino acki 70 to about amiro 

amino add 78. Ckme DNA592Q5-1421 has been deposited with ATCC on June 23, 1998 and is assigned 
ATOC deposit no. 203009. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 178 (SEQ ID NO:260), evidenced significant 
homology between the PR0812 amino acid sequence and the following Dayhoff sequences; PJW35802, 
M PJW35803. PSC1JIAT, S68231, GEN13917, PSC2_RAT f CC10_HUMAN, UTER_RABIT, AF008595 J 
andA56413. 

BXAMPLB 78: Isolation ofcDNA clones Encoding ftma ERQ1Q62 

Use of die signal sequence algorithm described in Example 3 above allowed idaitificatkm of a single 
Incyte EST sequence designated herein as 100727. This sequence was then compared to a proprietary EST 
DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The 
homology search was performed using the computer program BLAST or BLAST2 (Altshul et al., Methods 
IB Enzvmoiogy 266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 
90) or greater that did not encode known proteins were clustered and assembled into a consensus DNA 
sequence with the program "phrap" (Phil Green, Univ. of Washington, Seattle, Washington). The consensus 
sequence obtained therefrom is herein designated DNA56001 . 

In light of an observed sequence homology between the DNA56001 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 3533881 , the Incyte EST clone 353388 1 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a folHengfo protein. 
The sequence of this cDNA insert is shown in Figure 179 and is die foil-length DNA sequence for PRO 1 069. 
Clone DNA5921 1-1450 was deposited with die ATCC on June 9, 1998, and is assigned ATCC deposit no. 
209960. 

The entire nucleotide sequence of DNA5921 1-1450 is shown in Figure 179(SEQIDNO:261). Clone 
DNA5921 1-1450 contains a single open reading frame with an apparent tranalationa] initiation mtft at nucleotide 
positions 197-199 and ending at the stop codon at nucleotide positions 464-466. The predicted polypeptide 
precursor is 89 amino acids long (Figure 180). The full-length PRO1069 protein shown in Figure 180 has an 
estimated molecular weight of about 9,433 daltons and a pi of about 8.21. Analysis of the folMength 
PRO1069 sequence shown in Figure 180 (SEQ ID NO:262) evidences the presence of the following features: 
a signal peptide sequence at amino add 1 to about 16; a transmembrane domain at about amino acids 36 to 
about 59; potential N-myristoy Kation sites at about amino acids 4 1 -46, 45-50, and 84-89; and homology with 
extracellular proteins SCP/Tpx-l/Ag5/PR-l/Sc7 at about amino acids 54 to about 66. 
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Analysis oftheaimho acid seo^iericeofto 
significant sequence similarity to CHIP, thereby indicating that PRO1069 may bea member of theCHIF family 
of polypeptides. More particularly, analysis of the amino add sequence of the full-length PRO1069 
polypeptide using the Dayhoff database (version 35.45 SwissProt 35) evidenced homology between the 
PRO1069 amino acid sequence and the following Dayhoff sequences: (2DFRAT, A55571, PLM_HUMAN, 
A40533, ATNG BOVIN, RIC_MOUSB, PETDSYNY3, VTB1XENLA, AQ5009, and S75086. 

aone DNA5921 1-1450 was deposited with the ATCC on June 9, 1998, and is assigned ATCC deposit 
no. 209960. 

EXAMPLE 79: Isolation of cDNA Clones Kncodhip Human PROl 120 

Use of the signal sequence algorithm described in Example a above allowed identification of a single 
„ tocyte EST cluster sequence designated herein as 98833. The Incyte EST duster sequence no. 98833 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public 
EST databases (e.g.. GenBank) and a proprietary EST DNA database tTJFBSEQ™. Incyte Phannaceutkals, 
Palo Alto, CA) to identify existing homologies. The homology search was perfonned using the computer 
program BLAST or BLAST2 (Altshul et al.. Methods In Etevmntaav 266:460480 (1996)). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence wito the program 
University of Washington. Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56038. 

In light of an observed sequence homology between die DNA56038 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 1335241, the Incyte EST clone 1335241 was purchased 
and die cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 181 and is herein designated DNA5 9213-1487. 

The full length clone shown in Figure 181 contained a single open reading frame with an apparent 
t ran s tat i on al initiation site at nucleotide positions 42-44 and ending at the map codon found at nucleotide 
positions 1614-1616 (Figure 181; SEQ ID NO:263). The predicted polypeptide precursor is 524 amino acids 
long, has a calculated molecular weight of approximately 60,310 daltons and an estimated pi of approximately 
7.46. Analysis of die full-length PROl 129 sequence shown in Figure 182 (SEQ ID NO:264) evidences the 
presence of the following: type II transmembrane domains from about amino add 13 to about amino add 32 
and from about amino add 77 to about amino add 102, a cytochrome P-450 cysteine heme-iron ligand 
signature sequence from about amino acid 461 to about amino acid 470 and potential N-glycosylation sites from 
about amino acid 1 12 to about amino acid 1 15 and from about amino acid 168 to about amino add 171 . Clone 
DNA59213-1487 has been deposited with the ATCC on June 9, 1998 and is assigned ATCC deposit no. 
209959. 

Analysis of the amino acid sequence of the full-length PRO 1 1 29 polypeptide suggests that it possesses 
sequence similarity to the cytochrome P-450 family of proteins. More specifically, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced some degree of homology between the PROl 129 amino acid 
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sequence and the following Dayhoff sequences. AC004523J. S457Q2. AFQ54821 J and 153015. 

EXAMPLE 80t fepJatiga rfcDNA clones Encoding Hin^n PttAMitt 

the of the signal se quence algorithm described in Example 3 above alkwwRd wfenrifii^h>m of an EST 
cluster sequence from the UFESEQ* database, designated Incyte cluster no. 141736. This EST cluster 
sentence was then compared to a variety of expressed sequence tag (EST) databases which included public 
EST databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, 
Palo Alto, CA) to identify existing homologies. One or mom of the ESTs was derived from a human mast 
cell line from a patient with mast cell leukemia. The homology search was performed using the computer 
pragma BLAST or BLAST2 CAltsfaul et at, hfcfeajs h fiPCTTOfrgy 266:460480 (199Q). Those 
compa ris on s resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
M protdm were clustered and assci^ 

Universirj of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56094. 

fa light of an observed sequence homology betweeate 
seq^ncc encompassed within the Incyte EST clone no. 004974, the Incyte EST clone 004974 was purchased 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDN A insert is shown in Figure 183 and is herein designated as DNA59214-1449 (SEQ 
IDN0265). 

] The full length clone shown in Figure 183 contained a single open reading frame with an apparent 
translations! initiation site at nucleotide positions 42-44 and ending at the stop codon found at nucleotide 
positions 414-416 (Figure 183; SEQ ID NO:265). The predicted polypeptide precursor (Figure 184, SEQ ID 
NO:266) is 124 amino acids long. PRO1068 has a calculated molecular weight of approximately 14,284 
daltons and an estimated pi of approximately 8.14. The PRO1068 polypeptide has the following additional 
features: a signal peptide sequence at about amino adds 1-20, a ur^^ 

acids 1 18-123, a cell attachment sequence at about amino acids 64-66, and a potential cAMP- and cGMP- 
dependem protein kinase phosphorylation site at about amino acids 112-115. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 184 (SEQ ID NO:266), revealed homology 
between the PRO 1068 amino acid sequence and die following Dayhoff sequences: HALBOP J , MTV043_36, 
150498, and PJ178445 

Clone DNA59214-1449 was deposited with the ATCC on July 1, 1998 and is assigned ATCC deposit 
no.203046. 

EXAMPLE 81: Isolation of cDNA clnm* Encoding Himum pflftlftfift 

Use of die signal sequence algorithm described in Example 3 above allowed identification of a single 
Incyte EST cluster sequence designat ed herein as 79066. The Incyte EST cluster sequence no. 79066 sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
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databases (e.g., GenBank) and * proprietary EST DNA database (UFBSEQ™, locyte Wwrmatntfirah, Palo 
Alto, CA) to identify existing homologies. The homology search was performed using the computer program 
BLAST or BLAST2 (Altshnl et al. t Methods In Bnzvmolopv 266:460480 (1996)). Those comparisons 
resulting ii a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were 
clustered and assembled into a consensus DNA sequence with the program "phrap* (Phil Green, University 
5 of Wa s hington, Seattle. Washington). The consensus sequence obtained therefrom is herein designated 
DNA5612L 

In light of an observed sequence homology between die DNA56121 consensus sequence and an EST 
sequence encompassed within tte 1515315, the Incyte EST clone 1515315 was purchased 

and the cDNA insert was obtained and sequenced. It was four*! that this insert encoded a fblMeagth protein. 
10 The sequence of this cDNA insert is shown in Figure 185 and is herein designated DNA59215-1425. 

^ The foil length clone shown in Figure 185 contained a single open reading frame with an apparent 

transitional initiation arte at nudeo^ 

positions 527-529 (Figure 185; SEQ ID NO£67). The predicted polypeptide precursor* 117 ami*) acids 
long, has a calculated molecular weight of approximately 12,91 1 daftons and an estimated pi of approximately 

15 5.46. Anaiysia of the full-length PRO1066 sequence shown in Figure 186 (SEQ ID NO:268) evidences the 
presence of the following: a signal peptide from about amino acid 1 to about amino add 23, a cAMP- and 
cGMP-dependent protein kinase phosphorylation site from about amino acid 38 to about amino acid 41 and 
potential N-nrjrristoylation sites from about amino add 5 to about amino acid 10 v from about amino acid 63 
to about amino acid 68 and from about amino acid 83 to about amino acid 88. Clone UNQ524 (DNA59215- 

20 1425) has been deposited with the ATCC on June 9, 1998 and is assigned ATCC deposit no. 209961. 

Analysis of the amino add sequence of the full-length PROl 066 polypeptide suggests that it does not 
possess significant sequence similarity to any known human protein. However, an analysis of the Dayhoff 
database (version 35.45 SwissProt 35) evidenced some degree of homology between the PRO1066 amino acid 
sequence and the following Dayhoff sequences, MOTIJiUMAN, AFQ25667J, MTCY19H9_8 and 

25 RABIGKCHJ. 

EXAMPLE 82: Isolation of cDNA Pones Encodi ng Human PROl 184 

Use of the signal sequence algorithm described in Example 3 on ESTs from an Incyte database allowed 
identification a c andi d a te sequence de sig nated herein as DNA56375. This sequence was then compared to a 

30 variety of expressed sequence tag (EST) databases 

a proprietary EST DNA database (LDFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al.. Methods in FnzyrnotoKy 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 

35 consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56375. 

469 



WOMHM54 PCT/OS00/08439 

blight of an observed sequence homology between the DNA56375 consensus sequence and an EST 
seqoaceencocnpassedwidiintbeliic^ 1428374, the Incyte EST clone 1428374 was purchased 

and the cDNA insert was obtained and sequenced. It was finmdthat this insert encoded a foil-length protein* 
The science of this cDNA insert is shown in Figure 187. 

The full length clone shown in Figure 187 contained a single open reading frame with an apparent 
5 tramktkmal initiation ate at nucleotide positions 106-108 and ending at the stop codon found at nucleotide 
positions 532-534 (Figure 187; SEQ ID NO.269). The predicted polypeptide precursor is 142 amino acids 
tong.lnsaealculated molecular wdgbt of approximately 15,690 daltons and an estimated pi of approximately 
9.64. Analysis of the full-length PR01184 sequence shown in Figure 188 (SEQ ID NO270) evidences die 
presence of a signal peptide at about amino acids 1-38. Oono DNA59220-1514 has been deposited with the 
10 ATCC on June 9, 1998* It is understood that the deposited clone has the actual sequences and Oat 

Analysbofthe amino add seqpeace of tte 
soiittseqpcace identity with a p 4, DVTIMSQ2_1" indie 

Dayhoff data base, (version 35.45 SwissProt 35). Other Dayhoff database (version 35.45 SwissProt 35) 
IS sequences having some degree of sequence identity with PR01184 include: WIS1JSCHPO, F002186_l, 
ATAO0Q239124 and MSAIPRPJ. 

BKAMB& »: VnMm tf tf>NA dreg Eroding Htoma 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
20 sequence from an Incyte database, designated DNA10572. This EST sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included pub 1 ic EST databases (e.g., GenBank, Merck/Wash, 
U.) and a proprietary EST DNA database (UFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(AtahatctaL, Methods in BBBflaabO (1996)), Those comparisons resulting in a BLAST score 

25 of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into 
a consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA57314. 

In light of an observed sequence homology between the DNA57314 consensus sequent and an EST 
sequence encompassed within the Merck EST clone no. AA406443, the Merck EST clone AA406443 was 
30 purchased and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length 
protein. The sequence of this cDNA insert is shown in Figure 189 and is herein designated as DNA59488- 
1603. 

The full length clone shown in Figure 189 contained a single open reading frame with an apparent 
transbtkttal initiation site at nucleotide positions 54-56 and ending at the stop codon found at nucleotide 
35 positions 909-91 1 (Figure 189; SEQ ID NO:271). The predicted polypeptide precursor (Figure 190, SEQ ID 
N(h272) is 285 amino acids long. PRO 1360 has a calculated molecular weight of approximately 31,433 
dattons and an estimated pi of approximately 7.32. Clone DNA59488-1603 was deposited with the ATCC on 
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August 25. 1998 and is assigned ATCC deposit no. 203157. 

An analysis of the Dsyboff database (version 33 .45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the firtHengtfa sequence shown in Figure 1 90 (SEQ ID NO:272), revealed sequence 
identity between the PRO1360 amino add sequence and the following Dayhoff sequences; UN51JCAEEL, 
YD4BJSCHPO, AF000634J, GFOZYMMO, YE1JJ5CHPO, D86566J, ZMGFOJ, S76976, 
5 PPSASYNY3, and CEF28B1 J. 

PXAMPLB 84 : Isolation of cDNA clones Encoding Human PRO1029 

Use of the signal sequence algorithm described in Ebuu^ 
duster sequence ton the Incyte database, designated 1 8763» This EST duster sequence was then compared 
10 to a variety of exjmssed sequencer^ 
M andaproprtetaryESTDNAdat 
hm dogfrt. The fcraiology search was performed 

et aL, Method^ m Pm^togy 266:46tM80 (1996)), Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
15 consensus DNA sequence with die program -phrap* (Phil Green. University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA57854. 

In light of an observed sequence homology between the DNA57854 consensus sequence and an EST 
sequence encompassed within the McrekESTdoMw.T98880.to 

and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 

20 The sequence of this cDNA insert is shown in Figure 191 and is herein designated as DNA59493- 1420. 

Clone DNA59493-1420 contains a single open reading frame with an apparent translation^ initiation 
site at nucleotide positions 39-41 and ending at die stop codon at nucleotide positions 297-299 (Figure 191). 
The predicted polypeptide precursor is 86 amino acids long (Figure 192). The full-length PRO1029 protein 
shown in Figure 192 has an estimated molecular weight of about 9.548 daltons and a pi of about 832. 

25 Analysis of the rulWength PRO1029 sequence shown in Figure 192 (SEQ ID NO:274) evidences the presence 
of die following: a signal peptide from about amino add 1 to about amino acid 19, an amino acid block having 
homology to bacterial rfaodopsins retinal binding site protein from about amino acid 50 to about amino acid 
61. a prenyl group binding site from about amino acid 83 to about amino add 86 and a potential N- 
glycosylation site from about amino add 45 to about amino add 48. Clone DNA59493-1420 has been 

30 deposited with ATCC on July 1. 1998 and is assigned ATCC deposit no. 203050, 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 192 (SEQ ID NO:274), evidenced significant 
homology between the PRO1029 amino acid sequence and die following Dayhoff sequences: S66088, 
AF031815J, MM4A6LJ, PSEIS52a-l t S17699 and PR63635. 

35 1 

EEAMPLg 85: Isolation of cDNA dones Encoding Human PROl HQ 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
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cluster sequence from the Incyte database, designated 4461 . This EST cluster sequence was then compared 
to i viriety of pressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) 
ai*i a proprietary EST DNA database 

homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
ct aL. Methods in Brw^^y 266:460-480 fiMfift Those comparisons resulting in a BLAST score of 70 
5 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle. 
Washington). The consensus sequence obtained therefrom is herein designated DNA57312. 

The DNA57312 consensus sequence included a 172 nucleotides long public EST (T62095, 
Merck/Universiry of Washington public database). This EST done, identified herein as a putative protein 
10 coding sequence, was purchased from Merck, and sequenced to provide the coding sequence of PROl 139 
M (Figure 193), As noted before, the deduced amino add sequence of DNA59497-I496 shows a significant 
sequence identity with the deduced amino add sequence of HSOBRGRPJ. The ftJHength protein (Figure 
194) contains a putative signal peptide between amino add residues 1 and about 28, and three putative 
transmembrane domains (approximate amino add residues 33-52, 71-89, 98-120). 

15 

EXAMPLE 86: Isolation of cDNA dones Hncodln* Human PRQ1309 

An expressed sequence tag (EST) DNA database (UFESEQ+, Incyte Pharmaceuticals, Palo Alto, CA) 
was searched and an EST was identified which showed homology to SUT. 

RNA for construction of cDNA libraries was isolated from human fetal brain tissue. The cDNA 

20 libraries used to isolate the cDNA clones encoding human PRO 1309 were constructed by standard methods 
using commercially available reagents such as those from Invitrogen, San Diego, CA. ThecDNA wasprirned 
with oligo dT containing a NotI site, linked with blunt to Sail hemikinased adaptors, deaved with NotI, sized 
appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable doning vector (such 
as pRKBor pRKD; pRK5B is a precursor of pRKSD that does not contain the Sfil site; see. Holmes et al., 

25 Science, 253:1278-1280 (1991)) in the unique Xhol and Nod. 

The cDNA libraries (prepared as described above), were screened by hybridization with a synthetic 
oligonucleotide probe derived from the above described Incyte EST sequence: 
S'-TCXXmH^CKXXMAC^ (SEQ ID NO:279). 

A cDNA done was isolated and sequenced in entirety. The entire nucleotide sequence of DNA59588- 

30 1571 is shown in Figure 195 (SEQ ID N0277). Oore DNA59588-1571 contains a angle open reading frame 
with an apparent translational initiation site at nucleotide positions 720-722 and a stop codon at nucleotide 
positions 2286-2288 (Figure 195; SEQ ID NO:277). Hie predicted polypeptide precursor is 522 amino acids 
long. The signal peptide is approximately at 1-34 and the transmembrane domain is at approximately 428-450 
ofSBQIDNO:278. Clone DNA59588-1571 has been deposited with ATCC and is assigned ATCC deposit 

35 no. 203106. The full-length PRO1309 protein shown in Figure 196 has an estimated molecular weight of about 
58,614 daltons and a pi of about 7.42. 



472 



WOOO/73454 PCT/OS00/D8439 

An analysis of the Dayhoff database (version 33 .45 SwfasProt 35). using a WU-BLAST2 sequence 
alignment analysis of the MUength sequence shown in Figure 196 (SEQ ID NO.278), revealed sequence 
identity between the PRO1309 amino acid sequence and die following Dayhoff sequences: AB007876J, 
GPVJMOUSB, ALSRAT, PJ185889, LUMJJHICK, AB014462J, PGSljCANPA, X3BM88J7, A58532 
and GEN 11209. 

EXAMPLE 87: Isolation of cDNA Clones ESfittfing """"^ FRflMM 

Use of the signal sequence algorithm described in Example * tAtnwpA id entifi c a tion of a mtain 
EST duster sequence from die Incyte database. This EST duster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g. , GcnBank) and a 
proprietory EST DNA database (LIFBSEQ* Incyte Pharmaceuticals, Palo Alio, CA) to identify existing 
, homologies, The homology seardi was perform 
* Mfffoft to BttWriTOlOgY 266:460-480 (199Q). TTiosecoinparkonaresoltn^ 
(or in some cases 90) or greater that did not encode known proteins were 

consensus DNA sequence with the program "phrap~ (Fha Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA596Q3. 

In light of an observed sequence homology between tteDN^ 
contained within Incyte EST done no, 1497725, the Incyte EST done no. 1497725 was purchased and the 
cDNA insert was obtained and sequenced. It was found mat the insert encoded a full-length protein. The 
sequence of this cDNA insert is shown in Figure 197 and is herein designated as DNA596Q3- 14 19. 

The entire nucleotide sequence of DNA59603-14 19 is shown in Figure 197 (SEQ ID NO:280). Clone 
DNA59603-141 9 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
positions 21-23 and ending at the stop codon at nucleotide positions 612-614 (Figure 197). The predicted 
polypeptide precursor is 197 amino acids long (Figure 198). The full-length PRO1028 protein shown in Figure 
198 has an estimated molecular weight of about 20,832 daltons and a pi of about 8.74. Clone DNA59603- 14 19 
lias been deposited with tteATXXX Regarding the sequence, k is un^^ 

the correct sequence, and die sequences provided herein are based on known sequencing techniques. 

Analyzing the amino add sequence of SEQ ID NO:281, the putative signal peptide is at about amino 
acids 1-19 of SEQ ID NO:281. An N-glycosylation site is at about amino acids 35-38 of SEQ ID NO:281. 
A G-type lectin domain is at about amino adds 108-117 of SEQ ID NO: 281, indicating that PRQ513 may be 
related to or be a lectin. The corresponding nucleotides of these amino acid sequences or others can be 
routinely determined given the sequences provided herein. 

EXAMPLE 88; Isolation of cDNA Clones Encoding Hh^ p^nin^ 

Use of die signal sequence algorithm described in Example 3 above allowed identi fication of a certain 
EST cluster sequence from die Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., Genfiank) and a 
proprietary EST DNA database (LIFESEQ* Incyte Phanriaceuticals, Palo Alto, CA) to identify existing 
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homotogici. The homology scan* was perfonned using the computer pro 

et aU Meftods in BnzvroolopY 266:460480 (1996)). Those comparison! resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
corneous MIA sequence with die program "phrap* (PhQ Green. University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is hereto designated D 
5 in light of an observed sequence homology between die DNA56399 sequence and an EST sequence 

contained within Incyte EST clone no. 937605, the Incyte EST clone no. 937605 was purchased and the cDNA 
insert was obtained and sequenced. It was found that the insert encoded * full-length protein. The sequence 
of this cDNA insert is shown in Figure 199 and is herein designated as DNA596QS-1418. 

The entire nucleotide sequence of DNA59605-1418 is shown in Figure 199 (SEQ ID NCh282). Clone 
10 DNA596Q5-1418 contains a single open reading frame with an apparent translational initiation site at nucleotide 
M positions 31-33 and ending at the stop codon at nucleotide positions 262-264 (Figure 199). The predicted 
polypeptide precursor to 77 am The folHengthPRO1027 protein shown in 

200 ha anestimated molecular wd^ 

has been deposited with the ATCC. Regarding the sequence, it is understood that the deposited clone contains 
15 die correct sequence, and die sequences provided herein are based on known sequencing techniques* 

Analyzing the amino add sequence of SEQ ID NO:283, the putative signal peptide is at about amino 
acids 1-33 of SEQ ID NO:283. The type D fibronectin collagen-binding domain begins at about amino add 
30 of SEQ ID NOt283. The corresponding nucleotides for these amino add sequences and others can be 
routinely determined given die sequences provided herein. PRO1027 may be involved in tissue formation or 
20 repair. 

The following DayhofF designations appear to have some sequence identity with PRO1027: 
SF12YEAST; ATM3E9_2; A69826; YM16_MARPO; E64896; U60193_2; MTLRAJ205J; MCU60315J70; 
SPASJSHIFL; and S54213. 

25 EXAMPLE 89: Isolation of cDNA Clones EilSBdfag Human PRQ11Q7 

Use of die signal sequence algorithm described in Example 3 above allowed identification of a certain 
EST cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (UFBSEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 

30 homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al.. Methods in Enzvmnlopv 266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56402. 

35 In light of an observed sequence homology between die DNA56402 sequence and an EST sequence 

contained within Incyte EST clone no. 3203694, the Incyte EST clone no. 3203694 was purchased and the 
cDNA insert was obtained and sequenced. It was found that the insert encoded a full-length protein. The 
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sequence of this cDNA insert is shown in Figure 201 and is herein designated as DNA59606-1471. 

The entire nucleotide sequence of DNA59606-1471 is shown in Figure 201 (SEQIDN0284). done 
DNA59606-1471coittrinsasin^ 
positions 244-246 and ending at tte 

201). The predicted polypqpdde precursor is 47^ The full-length PROl 107 

protein shown in Figure 2ffl 

Clone DNA59606-1471 has been deposited with ATCC on June 9, 1998. It is understood that the deposited 
clone has the actual nucleic acid sequence and Oat die sequences provided herein are based on known 
sc q ocnc i eg techniques* 

Analysis ofthe amino acid sequence of the fli^^ 
significant sequence similarity to phosphodiesterase I/micleot^ 
tyrosine kinase tolubitor,alkalii»p^ 

at least one or all of die activities of these proteins, and that PROl 107 is a novel phosphodiesterase. More 
specifically, an analysis of the Dayboff database (version 35.45 SwissFn* 35) evidenced sequence identity 
between the PRO1107 amino add sequence and at least die following Dayboff sequences: AF005632J, 
P_R79148, RNtT78787_l, AF060218 4, A57080 and HUMATXTJL 

EXAMPLE 90: Isolation of cDNA clones Encoding Human PRO1140 

Use of the signal sequence algorithm described in Example 3 above allowed identification of i single 
Incyte EST sequence, Incyte cluster sequence No. 135917. This sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g., Genfiank) and a 
proprietary EST DNA database (LIFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Aitshul 
et al.. Methods in Enzvmology 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, Univ. of Washington, Seattle, Washington). 
The consensus sequence obtained therefrom is herein designated DNA56416. 

hi light of an observed sequence homology between DNA56416 and an EST sequence contained 
within Incyte EST clone no. 3345705, Incyte EST clone no. 3345705 was obtained and its insert sequenced. 
It was found that the insert encoded a fillHength protein The sequence, designated herein as DNA59607- 
1497, which is shown in Rgure 203. b the niU4er^ DNA sequence for PROl 140. done DNA59607-1497 
was deposited with the ATCC on June 9, 1998, and is assigned ATCC deposit no. 209946. 

The entire nucleotide sequence of DNA59607-1497 is shown in Figure 203 (SEQ ID NO:286). Clone 
DNA59607- 1 497 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 210-212 and ending at the stop codon at nucleotide positions 975-977 (Figure 203). The predicted 
polypeptkte precursor b 255 axnhw The full-length PROl 140 protein shown in Figure 

204 has an estimated molecular weight of about 29,405 daltons and a pi of about 7.64. Analysis of the full- 
length PROl 140 sequence shown in Rgure 204 (SEQ ID NO:287) evidences the presence of three 
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transmembrane domains at about amino acids 101 to 1 18, 141 to 161 and 172 to 191. 

Analysis of the amino add sequence of the fen-length PROU40 polypeptide using die Dayhoff 
database (version 33.45 SwissProt 35) evidenced homology berween the PROl 140 amino acid sequence and 
die following Dayhoff sequences: AF023602J, AP000368J, CIN3_RAT, AF0Q3373J, GEN13279, and 
AF0Q3372J. 

5 Clone DNA59607-1497 was deposited with the ATCC on June 9 f 1998, and is assigned ATCC deposit 

no- 209946. 

BXAMfLB 91; totofrm of tf>NA dona Epcodfag mm PROl 106 

Useoif the signal sequence algorithm described in Example 3 above allowed identification of a single 
10 Incyte EST sequence. This sequenco was then compared to a variety of expressed sequence tag (EST) 
A databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 

(UFBSBQj 1 *, Incyte Phanttarankals, Palo Alto, CA) to identify exiting hom ologi e s. The homology search 

was performed using the computer nmmm BLAST or BLAST2 fAitrimi * aL. M«rtwwt« agBMten 

266:460480(1996)). Those compaiiscm resulting 
15 that did not encode known proteins were clustered and assembled into a consensus DNA sequence with die 

pr ogram *phrap" (Phil Green, Univ. of Washington, SeatrJe t Washington). TV consensus sequence obtained 

therefrom is herein designated DNA56423. 

In light of an observed sequence homology between DNA56423 and an EST contained 

within Incyte EST clone no. 1711247, Incyte EST clone no. 171 1247 was obtained and Us insert sequenced. 
20 It was found that the insert encoded a full-length protein The sequence, designated herein as DNA59609- 

1470, which is shown in Figure 205, is the full-length DNA sequence for PROl 106. Clone DNA59609-1470 

was deposited with the ATCC on June 9, 1998, and is assigned ATCC deposit no. 209963. 

The entire nucleotide sequence of DNA59609-1470 is shown in Figure 205 (SEQ ID NO:288). Clone 

DNA59609-1470 contains a single open reading frame with *n apparent translational initiation site at nucleotide 
25 positions 61-63 and ending at the stop codon at nucleotide positions 1468-1470 of SEQ ID NO:288 (Figure 

205). The predicted polypeptide precursor is 469 amino acids long (Figure 206). The full-length PROl 106 

protein shown in Figure 206 has an estimated molecular weight o f about 52 , 689 daltons and a pi of about 8 . 68 . 

It is understood that the skilled artisan can construct the polypeptide or nucleic add encoding therefor to 

exclude any one or more of all of these domains. For example, the transmembrane domain region^) and/or 
30 eitherofthe amino tennis OoneDNA59609-1470hasbee^ 

ATCC on June 9, 1998. It is understood that the deposited clone has the actual nucleic acid sequence and that 

the sequences provided herein are based on known sequencing techniques. 

Analysis of the amino acid sequence of the full-length PROl 106 polypeptide suggests that it possesses 

significant sequence similarity to the peroxisomal (^^endent solute carrier, thereby indicating that PROl 106 
35 may be a novd transporter. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 

35) evidenced sequence identity between the PROl 106 amino acid sequence and at least the following Dayhoff 

sequences, AF004161 J, IG002N01J25, GDCBOVIN and BT1MAIZB. 
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EXAMPLE 92i Isolation of cDNA donet Bncodfaif »»™m PPQ1»1 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from thelncytc database, designated 120480. This EST duster sequence was tben compared 
to a variety of expressed sequence tag (EST) databases which included public EST databases (eg., GcnBank) 
audi proprietary EST DNA database (Lifeseq*, Incyte Pharmaceuticals, Palo Aho, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST ctfBLAST2(Ahshul 
el aL. Methods in Enzymoloy y 266:460480 rt996tt. Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program •phrap" (Phil Green. University of Washington, Seattle, 
Washington). The consensus sequent* obtained therefrom is hercm 

In light of an observed seq u ence homology between the DNA56425 sequence and an EST sequence 
M encompassed within &e Incyte ECT 
cDNA insert was obtained and sequenced. It was found that this insert encoded a foil-length protein. The 
sequence of this cDNA insert is shown in Figure 207 and is herein designated as DNA59610-15S6. 

done DN A59610- 1556 contains a single open reading frame with an apparent trarelatfonal initiation 
site at nucleotide positions 61-63 and ending at die stop codan at mideotide positions 907-909 (Figure 207). 
The predicted polypeptide precursor is 282 amino acids 1^ The full-length PRO 1291 protein 

shown in Figure 208 has an estimated molecular weight of about 30,878 daltons and a pi of about 5.27. 
Analysis of the foil-length PR01291 sequence shown in Figure 208 (SEQ ID NO:291) evidences the presence 
of die following: a signal peptide from about amino acid 1 to about amino acid 28, a transmembrane domain 
from about amino acid 258 to about amino add 281 and potential N-glycosy lation sites from about amino acid 
112 to about amino acid 115, from about amino acid 160 to about amino acid 163, from about amino acid 190 
to about amino add 193, from about amino acid 196 to about amino acid 199, from about amino acid 205 to 
about amino add 208, from about amino add 216 to about amino acid 219 and from about amino acid 220 to 
about amino acid 223.. Clone DNA59610-1556 has been deposited with ATCC on June 16. 1998 and is 
assigned ATCC deposit no. 209990. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the foil-length sequence shown in Figure 208 (SEQ ID NO:291), evidenced significant 
homology between the PR01291 amino acid sequence and the following Dayhoff sequences: HSU90552J, 
HSUM1441, AF033107J, HSB73J, HSU90142J, GGCD80J, PJW34452, MOGMOUSE, B39371 and 
PR71360. 

EXAMPLE 93: Isolation of cDNA dnin* Enmrfin ff Hnm^ PROI jflg 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from foe Incyte database. Has EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which induded public EST databases (e.g., Genfiank) and a 
proprietary EST DNA database (Ltfeseq*, Incyte Pharmaceuticals. Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
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et aL. Methods in Enzvmok>gY 266:4«M80 (1996)). Those comparisons resulting fa a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
conacmus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56430. . 

In Hgbt of an observed sequence homology between the DNA56430 sequence and an EST sequence 
5 encoispassedv^thinthelnc^ESTctone^ 1853047, the Incyte EST done 1853047 was purchased and the 
cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. The 
sequence of this cDNA insert is shown in Figure 209 and is herein designated as DNA59612-1466. 

The entire mideodite sequel^ done 
DNA59612-1466c»nlaiMtringleopm 
10 positiom2&^ and ending at the sloped 

M Thcprttiktcdpolypeptk^ The fiilMengdiFROl 105 protein 

showntaRgure210has an estimated inolec^ Clone 
DNA59612-14«hasbeendepo5ited with the ATCC on June 9, 1998. It is understood that die deposited clone 
has die actual nucleic acid sequence aid that the sequences provided herein are based rainown sequent 
15 techniques. 

Analyzing Figure 210, a signal peptide is at about amino adds 1-19 of SEQ ID N&293 and 
transmembrane domains are shown at about amino acids 80-99 and 145-162 of SEQ ID NO:293. It is 
understood that the skilled artisan could form a polypeptide with all of or any combination or individual 
selection of these regions. It is also understood that the corresponding nucleic acids can be routinely identified 
20 and prepared based on the information provided herein. 

EXAMPLE 94: Isolation of cDNA dom* Tfomdiiifr PRQ51 1 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 

25 expressed sequence tag (EST) databases which included public EST Hat^^y^ (e.g. t GenBank) and a 
proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al. t Methods in Bnzvmotopv 266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 

30 consensus DNA sequence with die program *phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56434. 

In light of an observed sequence homology between the DNA56434 sequence and an EST sequence 
encompassed within the Incyte EST clone no. 1227491 1 the Incyte EST clone 1227491 was purchased and the 
cDNA insert was obtained and sequenced, b was found that this insert encoded a frill-length protein. The 

35 sequence of this cDNA insert is shown fa Figure 21 1 and is herein designated as DNA59613-1417. 

The entire nucleotide sequence of DNA59613-1417bdiown in Figure 211 (SEQ ID NO:294). done 
DNA596 13-1417 contains a single open reading frame with an apparent transJational initiation site at nucleotide 
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posiltas23)-235andefldmgat^ The predicted 

polypeptide precursor is 237 annro adds long (Figure 212). The foil-length PR05U protem shown in Figure 
212hasanesdmared molecular wdghtof ab<wr25^dalloraandaplofabout5.74. Clone DNA59613-1417 
has bees deposited with the ATCC Regarding die sequence, it it understood that the deposited done contains 
die correct sequence, and the sequences provided herein are based on ta»wn sequencing techniques. 

Analyzing the amino acid sequence of SEQ ID NO£95, the putative sigo^ peptide bat about amino 
acids 1-25 of SEQ ID NO:295. The N-glycosylation sites are at about amino adds 45-48, 73-76, 107-110, 
118-121, 132435, 172*175, 175-178 and 185-188 of SEQ ID NO:295. An arthropod defensins conserved 
region is at about amino adds 176-182 of SEQ ID NCh295. A kdngte domain begins at about amino add 128 
of SEQ ID N0395 and a ly-6/u-PAR domain begins at about amino add 6 of SEQ ID N&295. The 
corresponding nudeotides of these amino add sequences and others can be routinely determined given the 
a sequences provided herein. 

The designations appearing in a Daytoff database with whkhPR05U 
are as fellows: SSC20F10J; SF041083; PJW26579; S44208; JC2394; PCTAJMCDI; A27Q20; S59310; 
RAG1_RAWT; and MUSBALBCll. 

EXAMPLE 95: Isolation of cDNA done* Encndiny Unman P*f}\ \f& 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
duster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which induded public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altsfaul 
et al., Methods m Enzvmolopv 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "pbrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom ii herein designated DNA56446. 

In light of an observed sequence homology between the DNA56446 sequence and an EST sequence 
encompassed within the Incyte EST clone no. 2837496, the Incyte EST clone 2837496 was purchased and the 
cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. The 
sequence of this cDNA insert is shown in Figure 213 and is herein designated as DNA59616-1465. 

The entire nucleotide sequence of DNA596 16- 1465 is shown in Figure 213 (SEQ ID NO:296). Clone 
DNA596 1 6- 1 465 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 109-1 1 1 and ending at die stop codon at nucleotide positions 1 132-1 134 of SEQ ID NO:296 (Figure 
213). The predicted polypeptide precursor is 341 amino acids long (Figure 214). The full-length PROl 104 
protein shown in Figure 214 has an estimated molecular weight of about 36,769 daltons and a pi of about 9.03. 
Clone DNA59616-1465 has been deposited with ATCC on June 16, 1998. It is understood that the deposited 
clone has die actual nucleic acid sequence and that the sequences provided herein are based on known 
sequencing techniques. 
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Analyzing Figure 214, a signal peptide h at about amino acids 1-22 of SEQ ID N0297. N- 
myristoyhtion sites arc at about amino acids 41-46, 110-115, 133-138, 157*172 and 179-184 of SEQ ID 
NOS97. 

EXAMPLE 96: Isolation of cDN A clones EnawKny Hitman PBHt inn 
5 Use of the signal sequence algorithm described tn Example 1 fthnw fl!1n>wP>H f Aytjffcatipn of an EST 

duster sequence from die Incyte database. Has EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (Liftseq* Incyte Pharmaceuticals, Palo Abo, CA) to identify existing 
homologies. The homology search was performed usir« the compute 
10 et aL, Meftah In BTffiYWMtogy 266;4fiM80 (199Q). Those comparisons resulting in a BLAST score of 70 
4 (or fa tome cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program •phrap* (Phil Green, University of Washington, Seattle, 
Washington). 

In light of an observed sequence homology between the obtained consensus sequence and an EST 
15 sequence encompassed within u^ 

and the cDHA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 215 and is herein Hf*lgn^M as DNA59619-1464. 

The entire nucleotide sequence of DNA59619-1464 is shown in Figure 215 (SEQ ID NO:298). done 
DNA59619-1464 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
20 positions 33-35 and ending at the step codon at nucleotide positions 993-995 of SEQ ID NO:298 (Figure 215). 
The predicted polypeptide precursor is 320 amino acids long (Figure 216). The fulHength PROl 100 protein 
shown in Figure 216 has an estimated molecular weight of about 36,475 daltons and a pi of about 7.29. Clone 
DNA59619-1464 has been deposited with ATCC on My 1 , 1998. It is understood that the deposited clone 
has die actual nucleic acid sequence and that the sequenre* provided herein ana haserf tsn Invmm ^w^ng 

25 techniques. 

Upon analyzing SEQ ID NO:299, die approximate locations of die signal peptide, the transmembrane 
domains, an N-glycosylation site, an N-myristoylarion site, a CUB domain and anamiloride-sensitive sodium 
channel domain are present. It is believed that PROl 100 may function as a channel. Ihe corresponding 
nucleic adds for these amino acids and others can be routinely determined given SEQ ID NO:299.. 

30 

EXAMPLE 97: Isolation of cDNA clon es Encoding Human PRQ836 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (eg., GenBank) and a 
35 proprietary EST DNA database (Uftseq 0 , Incyte Pharmaceuticals^ Palo Alto, CA) to identify existing 
homologies. The homology search was i>erformed using the computer program BLAST or BLAST2 (Altshul 
et al., Meity^ ft 1 faSxfflSiStt 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
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(or i* some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap» (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained is herein designated DNA56453. 

In light of an observed sequence homology between the DNA56453 consensus sequence and an EST 
sequence encompassed within the Inc^ 

and the cDNA insert was obtained and sequenced. It was found that this insert encoded a folHength protein* 
The sequence of this cDNA insert is shown in Figure 217 and is herein designated as DNA59620-1463, 

The entire nuckotide sequence of DNA596^ done 
DNA59620-1463 contains a single open reading 

positions 65-67 and ending at the stop codon at nucleotide positions 1448-1450 of SEQ ID NO-J00 (Figure 
217). The predicted polypeptide precursor is 461 amino adds long (Figure 218). The fhlWength PR0836 
^ protein shown in Figure 218 has anestimatrd molecular weight of about 52,085 datoms and a pi of about 536. 
Analysisof the full-length PR0836 science shown in Figure 218 (SEQ ID NO301) evidences the presence 
of die following: a signal peptide, N-glycosylation sites, N-myristoytotlon sites, a domain conserved in die 
YJL126w/YLR351c/yhcX femily of proteins, and a region having sequence identity with SLSL Oone 
DNA59620-1463 has been deposited with ATCC on June 16. 1998. It is understood that the deposited clone 
has the actual nucleic acid sequence and that die sequences provided hetein are based on tatownse^ 

Analysis of the amino acid sequence of the full-length PR0836 polypeptide suggests that it possesses * 
some sequence similarity to SLS1, thereby indicating that PR0836 may be involved in protein translocation 
of the ER. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) evidenced 
some homology between the PR0836 amino acid sequence and at least die following Dayhoff sequences. 
S58132, SPBC3B9J, S66714, CRU40057J and IMA CAEEL. 

BKAMfM 9fr feohftm of fiPNA ctare fiyxrifog JUmm PRQU41 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated 1 1873. This EST cluster sequence was then compared 
to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) 
and a proprietary EST DNA database (LIFBSEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altstml 
ct at. Methods in Bnzvmologv 266:460480 (1996)), Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56S18. 

In light of an observed sequence homology between the DNA565 1 8 consensus sequence and an EST 
sequence encompassed within the Incyte EST done no. 2679995, the Incyte EST done W 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a ftilMength protein. 
The sequence of this cDNA insert is shown in Figure 219 and is herein designated as DNA59625-1498. 
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Clone DNA59625-1498 contains a single open reading fame wilh an apparent t^^ 
site at nucleotide positions 204-206^ 

Thopiedicted polypeptide precursor fa 247 amino ackb long (H The ftilHength PR01141 protein 

shown in Figure 220 has an estimated molecular weight of about 26,840 daltons and a pi of about 8.19. 
Analysis of the ftilWength PROl 141 sequence shown in Figure 220 (SEQ ID NO-JG3) evidences the presence 
of the following: a signal peptide from about amino ackll to 

from about amino add 38 to about amino add 57, from about amino add 57 to about amino add 83, from 
about amino add 117 to about amino add 139 and from about amino add 153 to about amino add 170. Qono 
DNA5962M498 has been deposited with ATTC^ 1998aalfaasdgnedATCC deposit no. 209992. 

An analysis of the Dayhofif database (version 35.45 SwissProt 35X using a WU-BLAST2 sequence 
alignment analysis of tho ftilHength sequence shown in Figure 220 (SEQ ID NO:303), evidenced significant 
* homology between the PROl 141 amto 

PCRB7PRJ1, AB000506J, LEU95008J, MRU87980J5, YIGM_ECOU. STU65700J, GHU62778_1, 
CYSTSYNY3 and AF0095GM. 

15 EXAMPLE 99: Isolation of cDNA clones Encoding Human FRQ1132 

A consensus DNA sequence was assembled relative to other EST sequence 
in Example 1 above. This consensus sequence is designated herein as DNA35934. Based on the DNA35934 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of die full-length coding sequence for 
20 PROU32. 

PCR primers (forward and reverse) were synthesized: 
forward PCRorimen 5'-TCCTOTGACCACC£ (SEQ ID NO:310) and 

reverse PCR orimer : 5 -CTGGAAC^TCTGCTGCC^ (SEQ ID NO:31 1). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
25 sequence which had the following nudeotide sequence: 

5<nTXX}ATGACArc^ (SEQ ID NO:312). 

In order to screen several libraries for a source of a full-length done, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PROl 132 gene using the probe oligonucleotide and one of die PCR primers. 
30 RN A for construction of the cDNA libraries was isolated from human fetal kidney. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PROl 132 and the derived protein sequence for PROl 132. 

The entire nucleotide sequence of PROl 132 is shown in Figure 225 (SEQ ID NO:308). Clone 
DNA59767-1 489 contains a single open reading frame with an apparent transladonal initiation site at nudeotide 
35 positions 354-356 and a stop codon at nucleotide positions 1233-1235 (Figure 225; SEQ ID NO:308). The 
predicted polypeptide precursor is 293 amino adds long . The signal peptide is at about amino adds 1 -22 and 
the histidine active site is at about amino acids 104-109 of SEQ ID NO:309. Clone DNA597G7-1489 has been 
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deposited with ATOC (having the actud sequence ntherthu 

as presetted herein) and is assigned ATCC deposit no. 203 108. The full-length PROl 132 protein shown in 
Figure 226 has an estimated molecular weight of about 32,020 daltons and a pi of about 8.7. 

An analysis of the Dayhoff database (version 35.43 SwissProt 35), using a WU^LAST2 sequence 
alignment analysis of the mlHength sequence shown in Figure 226 (SEQ H> NO:309) t revealed sequence 
identity between the PROl 132 amino acid sequence and the following Dayhoff sequences; SSU76256J, 
PW1O604, MMAB000663.6, AF013988J, U66061_8» MMAE000665J> MMAE00066415, 
MMAB00066414. MMAE000665_4 and MMAB00066412. 

BXAMELBiflfr baktiflsa <tf pPNA dam Epmdlng Hww^i Nk7 ffiBQiadfl 

A single EST sequence (0 1398422) was found in the LIFESEQ* database as described in Example 1 
above. This EST sequence was renamed as DNA45668. Based on the DKA4S668 sequence, oligonucleotides 
were synthesized: 1) to identify by PCR a cDNA library that contained die sequence of Intnesl, and 2) fbr use 
as probes to isolate a clone of the foil-length coding sequence for NL7. 

PGR primers (forward and reverse) were synthesized: 
forward PCR primer: 5'<^CACXntXAACCrCAATGGGCAO-3' (SEQ ID NO.315) 
reverse PCR primer . 5'-GACCAGCAGGGCCAAGGACAAGG-3' (SEQ ID NO:316) 

Additionally* a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA45668 sequence which had the following nucleotide sequence: 
hybridization probe: 
5'-<jITCrCnXjAGATGAAGATCC 
(SEQ ID NO:317) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding die NL7 gene using the probe oligonucleotide and one of the PCR primers ■ RNA 
for construction of the cDNA binaries was isolated from a human fetal kidney library (UB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for NL7 
(designated herein as DNA59776-1600 [Figure 227, SEQ ID NO:313]) and the derived protein sequence for 
NL7 (PR01346). 

The entire coding sequence of NL7 (PR01346) is shown in Figure 227 (SEQ ED NO:313). done 
DNA59776-1600 contains a singte open reading frantt with an app^ 

positions 1-3 and an apparent stop codon at nucleotide positions 1384-1386. The predicted polypeptide 
precursor is 461 amino acids long. The protein contains an apparent type n transmembrane domain at amino 
acid positions from about 31 to about 50; fibrinogen beta and gamma chains C-terminal domain signature 
starting at about amino acid position 409, and a leucine zipper pattern starting at about amino acid positions 
140, 147, 154 and 161 # respectively. Clone DNA59776-1600 has been deposited with ATCC and is assigned 
ATOC deposit no. 203128. The roll-length NL7 protein shown in Figure 228 has an estimated molecular 
weight of about 50,744 daltons and a pi of about 6.38. 
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Based on i WU-BLAST2 sequence alignment analysis (using the WU-BLAST2 computer program) 
of the foil-length sequence. NL7 shows significant amino add sequence identity to a human microfibril- 
a ssoda te d glycoprotein ( 1 MFA4 HUMAN); to known TD&2 ligands and Hgand bomolognes, ficolin, serum 
lectin and TGF-1 binding protein. 

Ml: ftofclfon Qf cPNA Egsoflng Bmw ESQ1131 

A cDNA se q ue n c e is ol a t ed in the amylase screen described in Example 2 above Is herein designated 
DNA43546 (sec Figure 231; SEQ ID NO320). The DNA43546 sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., OcnBank) and a 
proprietary EST DNA database (UFBSEQ m # Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the cxnqxjter program BLAST or BI^^ 
A rf r VMl lfttf f fa E fT gim ^ffY 2fifc4*fidflfl (1996)). ThiiMi comparisons i^oiirinfr fa • to .act score 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into 
consensu s DNA sequences with die program "pimp" (PhD Green. University of Washington, Seattle, 
Wa shingt on). The consensus sequence obtained therefrom is herein designated DNA45627. 

Based on the DNA45627 s equence, olig on uc k xri d c probes were generated and u^ 
library prepared as described in paragraph 1 of Example 2 above. The doming vector was pRK5B (pRK5B 
is a precursor of pRK5D that does not contain the Sfil site: see. Holmes et al. . Science 253: 1278-1280 r 1991)1 
and the cDNA size cut was less than 2800 bp. 

PGR primers (forward and 2 reverse) were synthesized: 
forward PCR primer 5 1 - ATGC AGGCCAAGTACAGCAGCAC-3 • (SEQ ID NO:321); 
reverse PCR primer 1 S'-CATGCroACGACirCCTGCAAGC^' (SEQ ID NO:322); and 
reverse PCR primer 1 5^CACACAGTtTTCTCC^ (SEQ ID NO:323) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA45627 
sequence which had the following nucleotide sequence: 
rr^^^pr^ 

S^ATGCTGGATCATGATXXKHSACAC (SEQ ID NO:324). 

In order to screen several libraries for a source of a full-length done, DNA from die libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PROl 131 gene using foe probe oligonucleotide and one of the PCR primers. 

A foil length done was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 144*146, and a stop signal at nucleotide positions 984-986 
(Figure 229; SEQ ID NO:3 18). The predicted polypeptide precursor is 280 amino acids long, has a calculated 
molecular weight of approximately 31,966 daltons and an estimated pi of approximately 6.26. The 
transmembrane d om a in se q ue nc e is at about 49-74 of SEQ mNO:3 19 and the regkm having 
with LDL receptors is about 50-265 of SEQ ID N0319. PROl 131 contains potential N-linked glycosylation 
sites at ammo acid positions 95-98 and 169-172 of SEQ ID NO:319. Clone DNA59777-1480 has been 
deposited with the ATCC and is assigned ATCC deposit no. 203111. 
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An analysis of the Dayhoff database (version 35.45 SwissPn* 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 230 (SEQ ID NO:319), evidenced some 
sequence identity between the PR01131 amino add sequence and the following Dayhoff sequences: 
AB010710J, 149053. 1491 15, RNU56863_1 , L Y4A_MOUSB f 155686, MMU56404J, 149361, AF030313 J 
andMMU09739J. 

5 

PXAMHB Uft: ftotoftm ftfcPNA rifflffl fmrtiw ltom*n PROIfltl 

A consensus DN A sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein as DNA35720. Based on the DNA35720 
srqnence, oligonucleotides were synthesfredt 1) to identify by PCR a cDN A library that contained the sequence 
10 of interest, and 2) for use as probes to isolate a done of the foil-length coding sequence for PRO 1281. 
A PGR primers (forward and reverse) were synthesized: 

fifflwl f6R wtaay 

5-TGX2AAGGCTOCXXXIAAOGACAATC--3 9 (SEQ ID NO:327); 
5 , -CTQATGTGGCXX3ATGT^C^&-3• (SEQ ID NO:328); and 
15 S'-ATtXXTTC^GTGTGCAGACA^' (SEQ ID NQ329). 

5'<KIATCKnXXrrCXXnXlAAGTAGlXX>3 t (SEQ ID NO:330); and 
5*-ATGCATGGGAAAGAAGGCCTGCCC-3* (SEQ ID NO:331). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA35720 sequence 
20 which had the following nucleotide sequence: 
hyferjdg^Qfljgafeg: 

5'-TGCACTGGTGACCAC^^ (SEQ ID NO:332). 

la order to screen several libraries for a source of a full-length done, DNA from the libraries was 
screened by PGR amplification with the PGR primer pairs identified above. A positive library was then used 
25 to isolate dones encoding the PROI281 gene using the probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated human fetal liver. 

DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 
PR01281 (designated herein as DNA59820-1549 [Figure 232, SEQ ID NO:325J; and the derived protein 
sequence for PR01281. 

30 The entire coding sequence of PR01281 is shown in Figure 232 (SEQ ID NO:325). Qone 

DNA59820-1549 contains a single open reading frame with an apparent translationai initiation site at nucleotide 
positions 228-230 and an apparent stop codon at nucleotide positions 2553-2555. The predicted polypeptide 
precursor is 775 amino acids long. The foil-length PR01281 protein shown in Figure 233 has an estimated 
molecular weight of about 85,481 daltons and a pi of about 6.92. Additional features include a signal peptide 

35 at about amino acids 1-15; and potential N-glycosyMon sites at about amino adds 138-141 and 361-364. 

. An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 233 (SEQ ID NO:326), revealed some sequence 
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ideality between the PR01281 amino add sequence and die following Dayboff sequences: S44860, 
CET24D1J, CEC38H2J3, CAC2JIAECO, B3A2HUMAN, S22373, CBF38A3_2, CEC34F62, 
CEC34F63, and CELT22B11J3. 

Clone DNA59820-1549 has been deposited with ATCC and is assigned ATCC deposk no. 203129. 

5 PXAMPM5 MB; 1^0^ of ?PNA VMQAfa Emm FEOIQM 

A cDNA sequence isolated in the amylase screen described in Example 2 above was found, by the 
WU-BLAST2 sequence alignment computer program, to have no significant sequence identity to any known 
human protein. This cDNA sequence is herein designated DNA45288. The DNA45288 sequence was then 
compared to various EST database* including publk OnBank). and a proprietary EST 

10 database (LIFESEQ* Incyte Ph a rm aceuticals, Mo Ate, CA) to identity homologous EST s equences. The 
* comp a ris on was performed using the computer program BLAST or BLAST2 [Altschul et al. f Methods in 
Enzvmologv. 266:460-480 (1996)]. Those comparisons resulting In a BLAST score of 70 (or in some cases, 
90> or greater dial did not encode known proteins were clustered and assembled into a consensus DNA 
sequence with die program "phrap* (Phil Green, University of Washington, Seattle, Washington). This 

15 consensus sequence is heroin designated DNA48609. Oligonucleotide primers based upon the DNA48609 
sequence were then synthesized and employed to screen a human fetal kidney cDNA library which resulted 
in the Identification of the DNA59827-1426 done shown in Figure 234. Hie cloning vector was pRK5B 
(pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et al., Science. 253:1278- 
1280 (1991)), and the cDNA size cut was less than 2800 bp. 

20 The oligonucleotide probes employed were as follows: 

forward PCR nrimer S'^GAGACCCTGCAGCACCATCTG-S* (SEQ ID NO:336) 
reverse PCR Primer S'^KSTGCTTdTTC (SEQ ID NO:337) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA48609 sequence which had the following nucleotide sequence 

S'-AATCTAGCTTCIXXAGGACTGTGG^ (SEQ ID NO:338) 

A full lengdi clone was identified dial contained a single open reading frame with an apparent 
translations initiation site at nucleotide positions 532-534 and a stop signal at nucleotide positions 991-993 
(Figure 234, SEQ ID NO:333). The predicted polypeptide precursor is 1 53 amino acids long, has a calculated 

30 molecular weight of approximately 17,317 daltons and an estimated pi of approximately 5. 17. Analysis of the 
full-length PRO1064 sequence shown in Figure 235 (SEQ ID NO:334) evidences die presence of the following: 
a signal peptide from about amino acid 1 to about amino acid 24, a transmembrane domain from about amino 
acid 89 to about amino acid 110, an indote-3-glycerol phosphate synthase homology block from about amino 
add 74 to about amino acid 105 and a Myb DNA binding domain protein repeat protein homology block from 

35 about amino acid 114 to about amino add 137. Clone DNA59827-1426 has been deposited with ATCC on 
August 4, 1998 and is assigned ATCC deposit no. 203089. 
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An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST2 sequence 
alignment analysis of tbe fulMength sequence shown in Figure 235 (SEQ ID N0334), evidenced homology 
between die PRO1064 amino add sequence and die following Dayhoff sequences: MMNP15PRO_l f 
BP187PLYH J t CELF42G8_4, MMU58888J, GEN14270, TUB8JSOLTU, RCNMOUSB, 
HUMRBSY79J, SESENODAJ and A21467J. 

PXAMPiB 104: fepMpn of ePNA tim* Bimtim tiwm PRQ1379 

A consensus DNA sequence was assembled relative to other EST seqacnces using phray as described 
in Example 1 above. Tins consensus sequence is designated herein DN A45232. Based on the DNA45232 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PGR a cDN A library that contained 
the sequence of interest, and 2) for use as probes to isolate a done of the foil-length coding sequence for 
A PR01379. 

PGR primers (forward and reverse) were synthesized; 
forward PCR Primer 5•-TCk3ACACXX7^ACCCTGGTATCTGC-3• (SEQ ID NO.341) 
rcveise PCR primer 5*-CCAACTCTGAGGAGAGCAA<jrGGC-3' (SEQ ID NO.342) 

Additionally, a synthetic otigonucleotidr. hybridization probe was constructed from tbe consensus 
DNA4S232 sequence which had the following nucleotide sequence: 

I^.aI^S j| MM4«Jk l flh ■-■ ■•i_n_Va m 

^pTHyiyanwi BBBfi 

5 , -TGTATXJTGCACACarrCAC^ (SEQ ID NO:343). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PR01379 gene using die probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDNA libraries was isolated human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 
PR01379 which is designated herein as DNA59828-1608 and shown in Figure 237 (SEQ ID NO:339); and 
die derived protein sequence for PR01379 (SEQ ID NO:340). 

The entire coding sequence of PR01379 is shown in Figure 237 (SEQ ID NO:339). Clone 
DNA59828- 1 608 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 10-12 and an apparent stop codon at nucleotide positions 1732-1734. The predicted polypeptide 
precursor is 574 amino adds long. Tbe full-length PR01379 protein shown in Figure 238 has an estimated 
molecular weight of about 65355 daltons and a pi of about 8.73. Additional features include a signal peptide 
at about amino acids 1-17 and potential N-glycosylation sites at about amino acids 160-163, 287-290, and 323- 
326. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 238 (SEQ ID NO:340), revealed some 
homology between die PR01379 amino add sequence and die following Dayhoff sequences: YHY8_YEAST, 
AFO40625J, HP714394J, and fflV18U45630_l. 

Clone DNA59828-1608 has been deposited with ATCC and is assigned ATCC deposit no. 203158. 
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HXAMPLB 103: Isolation of cDNA Clones Bmsodinf Human PttOftU 

An expressed sequence lag (EST) DNA database (liFESEQ™, Incyte Pharmaceut ic als, Palo Alto, 
CA) was searched and an EST was identified which showed sequence identity with aLP. Based on the 
information and discoveries provided herein* the clone for this EST, Incyte done no. 2657496 from a 
cancerous hag library was farther examined. 
5 DNA sequencing of the insert for this clone gave a sequence (herein designated as DNA59838-1462; 

SBQIDN0344) which includes die fall-length DNA sequence for PR0844 and the derived protein sequence 
farPR0844. 

The entire nucleotide sequence of DNA59838-1462 is shown in Figure 239 (SEQ ID N0344). Ckme 
DNA59838-1462<»ntaimaskigk 
10 positions 5-7 and ending at the stop codon at 

A Tliepredk^ polypeptide preenrw The falWength PR0844 protein 

shown m Figure 240 has an estimated Ckme 
UNQ544 DNA598384462 has heen deposited with ATCC on June 16, 1998. ft is understood that the 
deposited done has die actual nucleic acid sequence and that the sequences provided herein are based on 
15 kn o wn se q uenc ing techniques. 

Analysis of the amino acid sequence of the fall-length PR0844 polypeptide sugge^ 
significant seq^qice similarity to serm 

pro te in a se inhibitor. More specifically, an analysis of die Dayhoff database (version 35.45 SwissProt 35) - 
evidenced significant homology between the PR0844 amino acid sequence and at least the following Dayhoff 
20 sequences, ALK1_HUMAN, PJ>82403. PJ>82402, ELAFJIUMAN and P_P60950. 

EXAMPLE m JwMm ofsPNA Qqt** Basading Hwm PRQ343 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST cluster sequence from the Incyte database. This EST duster sequence was then compared to a variety 

25 of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al.. Methods in Enzvmolopv 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 

30 consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA55999. 

In light of an observed sequence homology between the DNA55999 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 276857 1 , the Incyte EST clone 276857 1 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 

35 The sequence of this cDNA insert is shown in Figure 241 and is herein designated as DNA59839-1461 . 

The entire nucleotide sequence of DNA59839-1461isshowninRgure241(SEQIDNO:346). Clone 
DNA59839- 1461 contains a angle open reading frame with an apparent translational initiation site at nucleotide 



WOMTO454 PCT/US00/08439 

positions 146-148 and ending at die stop codon at nucleotide positions 1946-1948 ofSEQ ID NO:346 (Figure 
241). Tto predicted polypeptide precursor is 600 amino acids long (Figure 242). The fuft-length PR0848 
protein shown in Figure 242 has an estimated molecular weighl of about 68,536 daltons. Ckmo DNA59839- 
1461 has been deposited with ATCC on June 16, 1998. It is understood that the deposited clone has the actual 
nucfcfc acid sequence and that the sequences provided herein are based on known sequencing techniques. 
5 Analysis of the amino acid sequence of the full-length PR0848 polypeptide suggests that it may be 

a novd sialyltransferase. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced sequence identity between the PROS48 amino add sequence and at least the following Dayboff 
sequences, P_R78619 (GalNAc-alpha-2, 6-sialyltransrerase), CAAG5CHICK (alptnvn-acetylgalactosamlde 
abpha-2, 6-datytransferase), HSU14550J, CAG6HUMAN and P_R63217 (human alpha-2, 3- 
10 sialyttramfcxase). 

EKAMELB 107: fa^mofrfffiA Qam BtaMtfrf lfimym PRO1097 

Use of the signal sequence algor^ 
EST duster sequence fiom the Ihcyte database. This EST cluster sequence was then compared to a variety 
15 of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (UFESEQ* Incyte Phannamitlcato, Palo Alto, CA) to identify existing 
homologies. The homology search was performed ustag the coniputer program 

et al MMhah fa ^my^l^f 266:46CM80 f iQQfitt- Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
20 consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained Herefrom is herein designated DNA56006. 

in light of an observed sequence homology between the DNA56006 consensus sequence and an EST 
sequence encompassed within the Incyte EST ctone no. 2408105^ 

and thecDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
25 The sequence of this cDNA insert is shown in Figure 243 and is herein designated as DNA59841-1460. 

The entire nucleotide sequence of DNA5984 1-1460 is shown in Figure 243 (SEQ ID NO:348). Clone 

DNA5984 1 - 1 460 contains a single open reading frame with an apparent translational initiation site at nucleotide 

positions 3-5 and ending at the stop codon at nucleotide positions 276-278 of SEQ ID NO:348 (Figure 243). 

The predicted polypeptide precursor is 91 ainino acids long (Figure 244). The full-length PRO 1097 protein 
30 shown in Figure 244 has an estimated molecular weight of about 10,542 daltons and a pi of about 10.04. 

Clone DNA59841-1460 has been deposited with ATCC on July 1, 1998. It is understood that the deposited 

clone has the actual nucleic acid sequence and that the sequences provided herein are based on known 

sequencing techniques. 

Analyzing Figure 244, the signal peptide is at about amino adds 1-20 of SEQ ID NO:349. The 
35 glycoprotease family protein domain starts at about amino acid 56, and the acyltransferase 
CtoActase/OrT/CPT femfy peptide starts at about amino add 49 of SEQ ID NO:349. 
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EXAMPLE 108:feolation of pDNA clones Encodlm Human PRO! 153 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence from die Incyte database. This EST cluster sequence was then compared to i variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietor EST DNA database (UFESEQ*, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
5 homologies. The homology search was performed using die computer program BIAST or B1A5T2 

ct at. Mflfrflftl m EPWW?1lf»W m-MtiMn (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program *ptarap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA5600& 

10 In light of an observed sequence homology between the DNA56008 consensus sequence and an EST 

# sequence encompassed within the Io^te 
and the cDNA insert was obtained and se qu enced* It was found that this insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 245 and is herein designated as DNA59842-1502. 

The foil length clone shown in Figure 245 contained a single open reading frame with an apparent 

15 translations! initiation site at nucleotide positions 92-94 and ending at die stop codon found at nucleotide 
positions 683-685 (Figure 245; SEQ ID NO350). The predicted polypeptide precursor (Figure 246, SEQ ID 
N0351) is 197 amino acids long. PRO! 153 has a calculated molecular weight of approximately 21,540 
dahons and an estimated pi of approximately 831. Oono DNA59842-1502 has been deposited with ATCC 
and is assigned ATCC deposit no. 209982. It is understood that the correct and actual sequence is in the 

20 deposited clone while herein are present representations based on current sequencing techniques which may 
have minor errors. 

Based on a WU-BLAST2 sequence alignment analysis (using the ALIGN computer program) of the 
full-length sequence, PRO 1153 shows some amino acid sequence identity to the following Dayhoff 
designations: S57447; SOYHRGPCJ; S46965; PJP82971; VCPHEROPHJ; EXTNTOBAC; 
25 MLCB2548 J>; ANXA JIABIT; JC5437 and SSGP_VOLCA. 

EXAMfm W: Relation of cD^A clones Encoding Human PROl 154 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence from the Incyte database. This EST duster sequence was then compared to a variety 

30 of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals. Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et aL, Mflhq^ Fng ymoloEV 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 

35 consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56025. 

490 



WOM/XM54 



PCT/US00/08439 



la Kgfct of an observed sequence hmnologybe^ 
sequent* encompassed within the In^ 

and thecDNA insert was obtained and sequenced. It was found that this insert encoded a M-length protein. 
The sequence of this cDNA insert is shown in Rgure 247 and is herein designated as DNA59846-1 503 . 

The fall length clone shown in Figure 247 contained a single open reading frame with an apparez* 
tnmasBena l initiation site at nucleotide positions 86-88 and ending at this stop codon found at nucleotide 
positions 2909-2911 (Figure 247; SEQ ID N0352). The predicted polypeptide precursor (Rgure 248, SEQ 
IDN03S3) is 941 amino adds long. PRQ1154 has a calculated molecular weight of approximately 107, 144 
daltom ami an estimated pi of approximately Clone DNA59846-1503 has been deposited with ATCC 
and b assigned ATCC deposit no. 209978. 

Based on a WU-BLAST2 sequence alignment analysis (using the ALIGN computer program) of the 
* foil-length sequence, PRO 1154 shows sequence identity to at least the following Dayhoflf designations: 
AB011097J, AMPNJKUMAN, RNU76997J, 159331, GEN14047, HSU6Z768_1, P_R51281, 
CETO7F10J, SSU66371 _1, and AMPRBHUMAN. 

EXAMPLE 110: Isolation ofcDNA clone* Encoding Human PROl 181 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence from the Incyte database, designated herein as 82468. This EST cluster sequence was 
then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 
(e.g., GenBank) and a proprietary EST DNA database (LJFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) 
to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Mffhnrfs in P.n Tvmolopv 266:460-480 (1996)). Those comparisons resulting in 
a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, 
Seattle, Washington)* The consensus sequence obtained therefrom is herein designated DNA56029. 

In light of an observed sequence homology between the DNA56029 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 2186536, the Incyte EST clone 2186536 was purchased 
and the cDNA insert was obtained and-sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDN A insert is shown in Figure 249 and is herein designated as DNA59847- 1511. 

done DMA5QftA7.1 S1 1 Mwtaim a amgte open HSM*jf*g frftmf Wit* 1 an ftpptmtt fpwMtlq^A^l fai tfattfln 

site at nucleotide positions 17-19 and ending at the stop codon at nucleotide positions 1328>1330 (Figure 249). 
The predicted polypeptide precursor is 437 amino acids long (Figure 250). The full-length PROl 181 protein 
shown in Figure 250 has an estimated molecular weight of about 46,363 daltons and a pi of about 6.22. 
Analysis of the full-length PROl 181 sequence shown in Figure 250 (SEQ ID NO:355) evidences the presence 
of the Mowing: a signal peptide from about amino acid 1 to about amino acid 15, potential N-glycosylation 
sites from abomamimacki 46 to about amino acid 49, from about amino acid 189 to about amino acid 192 
and from about amino acid 382 to about amino acid 385 and amino acid sequence blocks having homology to 
Ly-6/u-PAR domain proteins from about amino acid 287 to about amino acid 300 and from about amino acid 
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98 to about amino add 111. Clone DNA59847-151 1 has been deposited with ATOC on August 4, 1998 and 
is assigned ATCC deposit no- 203098. 

An analysis of the Dayhoff database (version 35 .45 SwissProt 35). using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 250 (SEQ ID NO'355), evidenced homology 
between the PROl 181 amino acid sequence and die following Dayhoff sequences: AF041Q83J, PJV26579, 
RNMACTIANJ, CELT13C2_2, LMSAP2GN.1, S61882, CEF35CSJ2, DP87_DICDI> GIU47631J and 
PJROJOKL 

EXAMPLE 111: Isnhuton of cDNA clones Bncodint Human PRQ1182 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence ftomthelncyte database, designated herein as 146647. This EST duster sequence was 
then compared to a variety of expressed sequence tag (EST) database* which 
(e.g^GenBank) and a proprietaiy EST DKA database (UF^ 

to identify existing homologies. The homology search was peffEmnednsii«diecompaierpiognBnm^OT 
ox BLAST2 (Altsbnl et aL t Medi«t» hi Emvmologv 266:460-480 (1996)). Those comparisons resultingin 
a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DN A se 
Seattle, Washington). Tip consensus sequent* obtain 

In light of an observed sequence homology between the DNA56033 consensus sequence and an EST 
sequence encompassed within die Incyte EST clone no. 2595 1 95 , the Incyte EST clone 2595 1 95 was purchased 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 251 and is herein designated as DNA59848-1512. 

Clone DNA5984&-1512 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 67-69 and ending at die stop codon at nucleotide positions 880-882 (Figure 25 1). 
The predicted polypeptide precursor is 271 amino adds long (Figure 252). The full-length PROl 182 protein 
shown in Figure 252 has an estimated «M»w«iar weight of about 28,665 dattons and a pi of about 5.33. 
Analysis of the full-length PRO 1 1 82 sequence shown in Figure 252 (SEQ ID NO:357) evidences the presence 
of the following: a signal peptide from about amino acid 1 to about amino acid 25, an amino acid block having 
homology to C-type lectin domain proteins from about amino acid 247 to about amino acid 256 and an amino 
acid sequence block having homology to C Iq domain proteins from about amino acid 44 to about amino acid 
77. Clone DNA59848-15 12 has been deposited with ATCC on August 4, 1998 and is assigned ATCC deposit 
no. 203088. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 252 (SEQ ID NO:357), evidenced significant 
homology between the PRO 1 1 82 amino add sequence and the following Dayhoff sequences: PSPD_BOVIN, 
CLOBOVIN, CONG_BOVIN, P_W18780, P_R45005. P_R53257 and CELEGAP7J. 
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mmM lift fefttaftm tf fiPNA fifrmtiitf Human PR0I15S 

Use of the signal sequence algorithm described in Example 3 above allowed I de ntification of a single 
EST cfaster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g», GenBank) and a 
proprietaiy EST DNA database (UFESEQf, Incyte Pharmaceuticals, Palo Aho. CA) to identify existing 
5 homologies, The homobgy search was r*r^^ 

ct aL. Methods in Bnzvmolottv 266:460-480 (1996ft, Thoseamqwriscmiresulttog ina 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with die program *phrap* (Pfia Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA561Q2. 
10 In light of an observed sequence homology between die DNA56102amsenmsequeiM» and an EST 

4 sequence encoinpassed within the lucy^ 
and the cDWA insert was obtained and sequenced It was found that this insert encoded a rttMength protein. 
The sequence of this cDNA insert is shown in Figure 253 and is herein designated as DNA59849-1504. 

The foil length clone shown in Figure 253 contained a single open reading frame with an apparent 
IS tmnshtional initiation site at nucleotide positions 158-160 and ending at the stop codon found at nucleotide 
positions 563-565 (Figure 253; SEQ ID NO.358). The predicted polypeptide 

N0359) is 135 amino acids long. PROH55 has a calculated molecular weight of approximately 14,833 
daltons and an estimated pi of approximately 9.78. Clone DNA59849-1504 has been deposited with ATCC 
and is assigned ATCC deposit no. 209986. It is understood that the actual done has die correct sequence 

20 whereas herein are only representations which are prone to minor sequencing errors. 

Based on a WU-BLAST2 sequence alignment analysis (using the ALIGN computer program) of the 
foil-length sequence, PROH55 shows some amino acid sequence identity with the following Dayhoff 
designations: TKNKBOVIN; PVB19X587J; AF019049J; PJW00948; S72864; P_W00949; 162742; 
AF038501 1; TKNG_HUMAN; and YATl_RHOBL. Based on the iriformation provided Iierein, PROl 155 

25 may play a role in providing rieuroprotectkm and cognitive enhancement. 

E XAMPLE U3 : IsQla^of c?PNA clones Encoding Human Piy>lig6 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 

BST duster sequence from the Incyte database, designated herein as 138851 . This EST cluster sequence was 
30 then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 

(e.g., GenBank) and a proprietary EST DNA database (LIFBSEQ* Incyte Pharmaceuticals, Palo Alto, CA) 

to identify existing homologies. The homology search was performed using the computer program BLAST 
, or BLAST2 (Altshul et al., ^HM** fel K"*y ^ ft>ft P v 266:460-480 (1996)). Those comparisons resulting in 

a BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
35 assembled into a consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, 

Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56261 . 
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In light of an observed sequence homology betwe^ 
sequence eoamipassedwir^ 

and to cDNA insert was obtained ft was found that this insert encoded a ^length protein. 

The sequence of this cDNA insert is shown in Figure 255 and is herein designated as DNA59853-15G5. 

The foil length done shown in Figure 255 contained a single open rea^ 
tninslarioiial initiation site at nucleotide positions 212-214 and ending at the stop codon found at nucleotide 
positions 68*691 (Figure 255; SEQ ID NO*360). The predicted polypeptide 

N0361) is 159 amino acids long. PR01156 has a calculated molecular weight of approximately 17,476 
datams, an estimated pi o^ 

and potential N-glycosylatkm sites at about amino acids 27-30 and 41-44. 

done DNA59853-1505 was deposited with the ATCC on June 16, 1998 and is assigned ATCC 
deposit no. 209985. 

An analysis of die DayhorT database (verskm 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis (using the ALIGN computer program) of die fiilUeagth sequence shown in Figure 256 
(SEQ ID NO.361), revealed some homology between the PROl 156 amino acid sequence and the following 
Dayboff sequences: D45027J. PJ179914, JC5309, KBRHUMAN, AF010144^1, GEN14351. S68681, 
PJR799I5, ZMTACJ, and HUMCPGOJ. 

EXAMPLE 114: Isolation of cDNA Clones Breeding Human FRO1098 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST cluster sequence from die Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto. CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et »i Mtfm'k ?T P^Y^^ffV 266:460-480 (199Q). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with die program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56377. 

In light of an observed sequence 
sequence encompassed within the Incyte EST clone no. 3050917, die Incyte EST clone 3050917 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert 
The sequence of this cDNA insert is shown in Figure 257 and is herein designated as DNA59854-1459. 

The entire nucleotide sequence of DNA59854-1459 is shown in Figure 257 (SEQ ID NO:362). Clone 
DNA59854-1459 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 58-60 and ending at the stop codon at nucleotide positions 292-294 of SEQ ED N0362 (Figure 257). 
The predicted polypeptide precursor is 78 amino acids long (Figure 258). The full-length PRO1098 protein 
shown in Figure 258 has an estimated molecular weight of about 8,396 daltons and a pi of about 7.66. Clone 
DNA59854-1459 has been deposited with ATCC on June 16, 1998. It is understood that the deposited clone 
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has tie actual nucleic acid sequence and thai the sequences provided herein are based on known sequencing 

Analyzing Figure 258, a signal peptide appean tobeataboUaniinoadds l-19of SEQIDNO:363 t 
an N-gtycosyiation site appears to be at about amino acids 37-40 of SEQ ID NCfc363 f and N-myristoylation 
sites appear to be at about 15-20, 19-24 and 6045 of SEQ ID NO:363. 

EXAMPLE 11& Mftftmftf gffNA dan BBBOfflttg Human EBQU2Z 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence from the Incyto database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g. f GenBank) and a 
proprietary EST DNA database (LDPESEQ* Incyto Pharmaceuticals, Palo Abo, CA) to identify existing 
homology*, The homology search was performed using the comp ut er p rc^amBLA^T or BLA^(Altsfaul 
ctaL. Mdhftft! fa Eflgmabg o&rAffiAsti (199Q) Those comparisons resulting fo^ 
(or fa some cases 90) or greater Oat did not encode known proteins were clustered and assembled into a 
co n sensus DNA sequence with the program "pimp* (PhH Green, University of Washington, Seattle, 
wasnMgmn/, ine consensus sequence ootameu tnerezrom is nerem designated L>WA3/ioy. 

In light of an observed sequence homology between the DNA57959 consensus sequence and an EST 
sequeix* encompassed within the Mer^ 

and thecDNA insert was obtained and sequenced. It was found that this insert encoded a ftiU-length protein. 
The sequence of this cDNA insert is shown in Figure 259 and is herein designated as DNA60283-1484. 

The foil length clone shown in Figure 259 contained a single open reading frame with an apparent 
transitional initiation site at nucleotide positions 126-128 and ending at the stop codon found at nucleotide 
positions 327-329 (Figure 259; SEQ ID NO:364). The predicted polypeptide precursor (Figure 260, SEQ ID 
NO:365) is 67 amino acids long including a signal peptide at about 1-29 of SEQ ID NO:365. PROH27 has 
a calcul ated molecular weight of approximately 7,528 daltons and an estimated pi of approximately 4.95. 
done DNA6Q283- 1 484 was deposited with die ATCC on July 1 , 1998 and is assigned ATCC deposit no. 
203043. It is understood that the deposited clone has the actual sequence, whereas representations which may 
have minor sequencing errors are presented herein. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the foil-length sequence shown in Figure 260 (SEQ ID NO:365), revealed some 
homology between die FROl 127 amino add sequence and die following Dayhoff sequences: AFQ37218_48,- 
P_W09638, HBAHETPO, S39821, KR2JEBV, CBT20D3_8, HCU37630J, HS193B12J0, S40012 and 
TRITUBCl. 

ryampi r iifr fcoiaAaifltdBMA tinaa P^h 1 ? Ef"m EBQU26 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST cluster sequence from the Incyte database. This EST duster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
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proprietary EST DNA database (LJFBSEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
ct aL- Methoda in Rnzvmology 266:460480 (1996)), Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program *phrap" (Phil Green, University of Washington, Seattle, 
5. Washington). The consensus sequence obtained therefrom is herein designated DNA56250. 
In light of an observed sequence homology between the DNA56250consei^ 
sequenceencompassed within tte 1437250, d»Inc^ EST clone 1437250 was purchased 

and foe cDN A insert was obtained and sequenced. It was found that this insert eorodedafhll-taigthprotein. 
The sequence of this cDNA insert is shown in Figure 261 and is herein ^^AgnatrA as DNA60615-1483. 

10 Clone DNA60615-1483 contains a single open reading frame with an appar e nt tr a n s larional initiation 

site at nucleotide positions 110-112 and ending at the stop codon at nucleotide positions 1316-1318 (Figure 
261). The predicted polypeptide preon^ ThenilHengthPR01126 
protein shown in Hgnre 262 has anestfanatedi^ 
Analysb of the full-length 

15 of the flowing: asignal peptide from about amino arid 1 to about ain^ 

sites from about amino add 66 to about amino add 69, from about amino acid 138 to about aminD add 141 
and from about amino add 183 to about amino acid 186. Clone DNA60615-1483 has been deposited with 
ATCC on June 16, 1998 and is assigned ATCC deposit no. 209980. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

20 alignment analysis of the full-length sequence shown in Figure 262 (SEQ ID NO :367) t evidenced significant 
homology between die PROH26 amino acid sequence and die following Dayhoff sequences: 173636, 
NOMRJIUMAN, MMUSMYOC3J, HS454G6J, P_R98225, RNU78105J, RNU72487J, AF035301 J, 
CEELC48B7_4 and CEF1 1C3_3. 

25 KXAMTM* 1 17: frolafrn crfcPNA done* Pqcqding ffiiman f}(0\ W 

Use of die signal sequence algorithm described in Example 3 above allowed identification of a single 
EST cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (UFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 

30 homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et aL, Mfttiwvtft in Rnz vmology 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56540. 

35 fn light of an observed sequence homology between OeDNA56540 consensus sequence and an E^ 

sequence encompassed within the Incyte EST clone no. 1486114, the Incyte EST done 1486114 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a nilMength protein. 



496 



WOIV73454 



PCT/USOO/08439 



Tto aquence of this cDNA insert is shown in Figure 263 and it herein designated as DNA60615-1483. 

The full length clone shown in Figure 263 contained a single open reading frame with an apparent 
tnmfatkoal initiation site at nucleotide positions 47-49 and ending at the stop codon found at nucleotide 
positions 1388-1390 (Figure 263; SEQ ID N0368). Tlie predicted polypeptide precursor (Figure 264 f SEQ 
IDN036?)is447 amino adds long. PROl 123 has a calculated molecular weight of approximately 49,798 
5 daltomand an estimated pi of approximately 9.78. Clone DNA60619-1482 has heen deposited with ATCC 
and h assigned ATCC deposit no. 209993. It is understood that die doot has the actual sequence and that the 
sequences herein are representations based on current techniques which may be prone to minor errors. 

Based on a WU-BLAST2 sequence alignment analysis (usmg the AUGN computer prog 
MMn gfli sequence, PROl 125 shows some sequence identity whh the following Dayhoff de s ignations : 
10 RCXHNEUCR; S58306; MCWAJIHECO; S76086; PJR85881; HET1.PODAN; SFU92792J; 
M APAF_HUMAN; S76414 and S59317. 

BXAMM life teifatkm of cDNA clones Encoding Human PRO 11 86 

Use of thg si gnat Sfqnrncf f Iff"*! 1 "" A^riW in B»»npW» % shav* allowed Sdentificarion of a single 

15 EST duster sequence from the mcyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DMA database (LIFBSEQ* mcyte Pharmaceuticals, Palo Alto. CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et aL, Methods in Enzymoloev 266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 

20 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56748. 

In light of an observed sequence homology between the DNA56748 consensus sequence and an EST 
sequence encompassed within the Incyte EST done no . 3476792, the Incyte EST done 3476792 was purchased 

25 and the cDNA insert was obtained and sequenced. It was found mat this insert encoded a full-lengm protein. 
The sequence of this cDNA insert is shown in Figure 265 and is herein designated as DNA60621-15 1 6. 

The full length done shown in Figure 265 contained a single open reading frame with an apparent 
translation^ initiation site at nucleotide positions 91-93 and ending at the stop codon found at nucleotide 
positions 406-408 (Figure 265; SEQ ID N037Q). The predicted polypeptide precursor (Figure 266, SEQ ID 

30 NO:371) is 105 amino acids long. The signal peptide is at amino adds 1-19 of SEQ ID NO:37L PROl 186 
has a calculated molecular weight of approximately 1 1 ,715 daltons and an estimated pi of approximately 9.05. 
Clone DNA60621-1516 was deposited with the ATCC on August 4, 1998 and is assigned ATCC deposit no. 
203091. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
35 alignment analysis of the full-length sequence shown in Figure 266 (SEQ ID NO: 37 1 ) 9 revealed some sequence 
identity between the PROl 186 amino acid sequence and the following Dayhoff sequences: VPRA DENPO, 
LFE4CHICK, AF034208J, AF030433J, A55035, COLRABIT, CELB0507_9> S67826J, S34665 and 
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CRU73817J. 

EXAMPLE llfc Isolation of cDNA clones Encoding Hitman PRQ1 198 

An initial DNA sequence referred to herein as DNA52Q83 was identified using t yeast screen in a 
human umbilical vefeciidoJhd^ 

cDN A clones. DNA52G83 was compared to EST* from public databases (e.g. , GenBank), and a proprietary 
EST database (IIFESEQ* rncyte Phannaceurkals. Palo Alto, CA), using the computer program BLAST or 
BLAST2 rAltsdml et al., Methods In Bnzvmotogv. 266:460480 (1996U The EST* were clustered and 
assembled into a consensus DNA sequence using the computer program "phrap' (Phil Green, University of 
Washington, Seattle, Washington). One or more of die EST* was obtained from human breast skin tissue 
biopsy. This consensus sequence is designated ham as DNA52780. 

En light of an observed sequence homology between AeDNAS2780 consensus sequence and an EST 
sequence aranpassed within the Incyte EST clone no. 3852910. the Ircyte EST clone 3852910wis purchased 
and die cDNA insert was obtained and sequenced. It was round that this insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 267 and is herein designated as DNA606224525. 

The foil length DN A60622- 1 525 clone shown in Figure 267 (SEQ ID N0372) contained a single 
open reading frame with an apr^ 

the stop codon found at nucleotide positkms 741 to 743. The predicted polypeptide precursor, whkh is shown 
in Figure 268 (SEQ ID NO:373), is 229 amino acids long. PRO 1198 has a calculated molecular weight of 
approximately 25,764 da] tons and an estimated pi of approximately 9.17. There is a signal peptide sequence 
at about amino acids 1 through 34. There is sequence identity with glycosyl hydrolases family 31 protein at 
about amino acids 142 to about 175. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 268 (SEQ ID NO:373), revealed some 
homology between die PROU98 amino add sequence and the following Dayhoff sequences: ATF6H11JS, 
UCRIJIAT, TOBSUP2NTJ, RCUERF3_1, AMU88186J, PJV22485, S56579, AF040711J, DFP4JPKL 

Clone DNA60622-1525 was been deposited with the ATCC on August 4, 1998, and is assigned 
ATCC deposit no. 203090. 

EXAMPLE 120: Isolation of cDNA clones Encoding Human FROl 158 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (UFESEQ*, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et *i , Mafhoik fa BagggtttogX 2fifrdflW4» (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program *phrap" (Phil Green, University of Washington, Seattle, 
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Washington). The consensus sequence obtained therefrom is herein designated DNA57248. 

In light of an observed sequence homology between ti»D 
sequence encompassed withm 

and the cDNA insert was obtained and sequenced. It was found that this insert encoded a 
Tim sequence of this cDNA insert is shown in Figure 269 and is herein designated as DNA60625-1507. 

The Ml length done shown in Figure 269 contained a single open reading frame with an apparent 
trandstkmalimtiationsto 
poaiikm 532 to 534 (Figure 269; SEQ^ 

ID NOJ75) is 123 amino adds long. PR01158 has a calculated molecular weight of approximately 13,113 
dahom snd an estimated pi of proximately 8.53. Additional features include a signal peptide sequence at 
about anfap adds M9. a transmembrane domain at about ammo acids 56-80, and a potential N-gfocosylation 
a site at about amino adds 36-39. Oone DNA6062M5O7 was deposited ^ 
is assigned ATCC deposit no. 209975. 

An analysis of the Dayfaoff database (version 35 .45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die foil-length sequence shown in Figure 270 (SBQ ID N0375), revealed some 
homology between the PR01158 amino add sequence and die following Dayhofif sequences: 
ATAOXB10510F18A8.10, PJU5151, PHS2JiOLTU t RNMHCIBACJ. RNA1FMHCJ, 168771, 
RNKTIAIOGJ, PTPA HUMAN, HUMGACAJU and CHKPTPAJL 

EXAMPLE 121 : Isolation of cDNA clones Encoding Human PROU59 
20 Use of die signal sequence algorithm described in Example 3 above allowed identification of a single 

EST duster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST da t abases (e.g., GenBank) and a 
proprietary EST DNA database (LIFBSEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
25 et aL. Methods in Ehzvmologv 266:460480 (1996)), Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA57221. 

In light of an observed sequence homology between the DN A5722 1 consensus sequence and an EST 
30 sequence encompassed within die Incyte EST clone no . 376776, the Incyte EST clone 376776 was purchased 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 271 and is herein designated as DNA60627-1508. 

Clone DNA60627-1508 contains a single open reading frame with an apparent translational initiation 
site M nucleotide positions 92-94 and ending at the stop codon at nucleotide positions 362-364 (Figure 271). 
35 The predicted polypeptide precursor is 90 amino acids long (Figure 272). The foil-length PROl 159 protein 
shown in Figure 272 has an estimated molecular weight of about 9,840 daltons and a pi of about 10*13. 
Analysis of the full-length PROl 159 sequence shown in Figure 272 (SEQ ID NCh377) evidences the presence 
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of foe Mowing: a signal peptide from about amino add 1 to about amino add 15 and a potential N- 
gtyeosyiatitm site from about amino add 38 to about amino add 41. done DNA60627-15O8 baa been 
deposited wilhATOC cm August 4, 1998 and is assigned ATCC deposit no. 203091 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
aKgmneat analysis of the fidMength sequence shown in Figure 272 (SEQ ID NCfc377), evkienced significant 
5 homology between the PROl 159 amino acid sequence and the following Dayhoff sequences: AF016494JS, 
AF03flO8_2O. DSSCUTB1, D89100J, S28060, MEPAJKBNLA, AFtB0798_12, G70065. E64423. 
JQ2005. 

HXAMPLH 122: Isolation of cDNA ctonea Encoding Human PROl 124 

10 "fft ftfttwi signal ffffptwff alg^rfffcrn 4**"%** fa Rrampia 3 above allow*! identification of a single 

M EST duster sequence from the Incyte database. Tlda EST duster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (UFESBQ* Incyte Phannaceotkala, Palo Alto. CA) to identify existing 
homologies. The homology search was perfix^ 

15 <* ai-, ft teMBBtett 266;4fltM8P { tv*l) Those comparisons resulting in a BLAST score of 70 

(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56035. 

In light of an observed sequence homology between the DNA56035 consensus sequence and an EST 

20 sequence encompassed within the Incyte EST clone no . 2767646, the Incyte EST clone 2767646 was purchased 
and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 273 and is herein designated as DNA60629-1481. 

The full length clone shown in Figure 273 contained a single open reading frame with an apparent 
transiationai initiation site at nucleotide positions 25-27 and e ndi ng at the stop codon found at nucleotide 

25 positions 2782-2784 (Figure 273; SEQ ID N0378). The predicted polypeptide precursor (Figure 274 , SEQ 
ID NO:379) is 919 amino acids long. PROl 124 has a calculated molecular weight of approximately 101 ,282 
daltoos and an estimated pi of approximately 5.37. Clone DNA60629-1481 has been deposited with the 
ATCC and is assigned ATCC deposit no. 209979. It is understood that the deposited done has the actual 
sequence, whereas only representations based oncunem sequel 

30 minor errors, are provided herein. 

Based on a WU-BLAST2 sequence alignment analysis of the full-length sequence, PROl 124 shows 
significant amino acid sequence identity to a chloride channel protein and to ECAM-1. Specifically, the 
following Dayhoff designations were identified as having sequence identity with PROl 124: ECLC_BOVIN, 
AF001261JU P_W06548 t SSC6AMM, AF004355J, S76691, ATO17642, BYU06866_2, CSAJMCDI and 

35 SAU47139_2. 
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EXAMPLE 123! Isolation ofcDNA rionw Rnmdmr Hnman PRO 1287 

An expressed sequeix* tag (EST) 
was searched and an EST was identified which showed homology to the fringe protein. This EST sequence 
was then compared to various EST databases including public EST databases (cg M GcnBank), and a 
proprietary EST database (LIFESEQ* hcyte Pharmaceuticals, Palo Alto, CA) to identify homologous EST 
5 sequences. The comparison was performed using the computer program BLAST or BLAST2[AhschuletaI. t 
Mflhrii fa B naaA»»» 266:46TM80 (1996)]. Those comparisons resulting in a BLAST score of 70 (or in 
sore cases, 90) or greater that did k* era 

DNA sequence with the program "phrap* (PWI Green, University of Washington, Seattle, Washington). This 
consensus sequence obtained is herein designated DNA4Q568* 

10 Based on the DNA40568 consensus sequence, oligonucleotides were synthesized: 1) to identify by 

A PGR a cDNA library mat contained the sequence of interest, and 2) for use as probes to isolate a clone of the 
feU-lengm coding sequence for PR01287. Forward and reverse PCR primers generally ran^ from M to 30 
apcteodfce and are often designed to give a PGR product of about 100-1000 bp in length* The probe 
sequences are typically 40-55 bp in length. In some cases, additional oligonucleotides are synthesized when 

15 the consensus sequence is greater than about 1-LSibp. In order to screen several libraries for a fulMength 
done, nMA tarn "hnri^ m screened hy Pra amplification, m per Ausubd et at. Current Protocols 
in Molecular Biology, supra, with the PGR primer pair, A positive library was then used to isolate clones 
encoding me gene of interest using the probe oligonucleotide and one of the primer pairs. 
PGR primers (forward and reverse) were synthesized: 

20 forward PCft primer 5 , -CTCGGGGAAAGGGAC^TGATGTTGG-3 , (SEQ ID NO:382) 

reverse PCR primer 1 5 ' -GCG AAGGTG AGCCTCTATCTCGTGCC-3 1 (SEQ ID NO:383) 
reverse PGR primer 2 5 , -CAGCCTACACGTATTGAGG-3 , (SEQ ID NO: 384) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40568 
seqpence which had me following nucleotide sequence 

25 hybridization probe 

5*-CAGTCAGTACAATCCKKX!ATAATATACGGCCACCATC (SEQ ID NO:385). 

In oTder to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PGR primer pairs identified above. A positive library was men used 
to isolate clones encoding the PRO 1 287 gene using the probe oligonucleotide and one of the PGR primers. 

30 RNA for construction of the cDNA libraries was isolated from human bone marrow tissue. The 

cDN A libraries used to isolated the cDNA clones were constructed by standard methods using commerci ally 
available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with oligo dT 
containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with Nod, sized appropriately 
by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or 

35 pRKD; pRK5B is a precursor of pRK5D mat does not contain the Sfil site; see, Holmes et al., Science, 
£1:1273-1280 (1991)) in the unique Xhol and NotI sites. 
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DNA sequencing of the clones isolated as described above gave the fiitt-teogth DNA sequence for 
PR01287 (designated herein as DNA61755-1554 [Figure 275, SEQ ID NO:380]) and the derived protein 
sequence for PR01287. 

The entire nucleotide sequence of DNA61755-1554 is shown in Figure 275 (SEQ ID NO:380). The 
fiilj Wgth Hnn* AAntn1fv>H « ringla npim reading ftamfl with an apparent tramlflriftnal initiation site at nucleotide 
5 positions 655^57 and a stop signal at micleodde posffiom 2251-2253 (Figure The 
predicted polypeptide precursor is 532 amino acids long, has a calculated molecular weight of approximately 
61,351 daltons and an estimated pi of approximately 8.77. • Analysis of the flilHength PR01287 sequence 
shown in Figure 276 (SEQ ©NO:381) 
amino add 1 to about amino a^ 
10 ammo add 318 and from about amino add 324 to about amino add 327. Clone DNA61755-1554 has been 
M deposited with ATOC on August 11, 1998 and is assigned ATCC deposit no. 203112. 

An analysis of the Dayhoff database (version 35.45 SwisaProt 35). using a WU-BLAST2 sequence 
nKgnrnw* analysis of the full-length sequence shown in Figure 276 (SEQ ID N0381), evidenced significant 
homology between the PRO 1287 amino add sequence and die following Dayhoff sequences: CET24D1_1, 
IS EZRIBOVIN, GGU19889J, CC3_YEAST, S74244. NALS_MOUSB, MOESJTO, S28660, S44860 and 
YNA4CAEEL. 

EXAMPLE 124: Isolation of cDNA dones Encoding Human PROI3I2 

DNA55773 was identified in a human fetal kidney cDNA library using a yeast screen that 
20 preferentially represents the 5* aids of the primary cDNA dones. Based on the DNA55773 sequence, 
oligonucleotides were synthesized for use as probes to isolate a done of the foil-length coding sequence for 
PR01312. 

The foil length DNA61873-1574 done shown in Figure 277 (SEQ ID NO:386) contained a angle 
open reading frame with an apparent translational initiation site at nudeotide positions 7-9 and ending at the 
25 stop codon found at nucleotide positions 643-645. The predicted polypeptide precursor is 2 1 2 amino acids long 
(Figure 278, SEQ ID NO:387). PR013 12 has a calculated molecular weight of approximately 24,024 daltons 
and an estimated pi of approximately 6.26. Other features indude a signal peptide at about amino acids 1-14; 
a transmembrane domain at about amino adds 141-160, and potential N-glycosylatkm sites at about amino 
acids 76*79 and 93-96. 

30 An analysis of foe Dayhoff database (version 35 .45 SwissProt 35), using a WU-BLASt2 sequence 

alignment analysis of the full-length sequence shown in Figure 278 (SEQ ID NO:387), revealed some 
homology between the PR013 12 amino acid sequence and die following Dayhoff sequences: GCINTALPH1 , 
GffiMUClAJ. PJW6298, AF001406J, PVU88874J, PJR85151, AF041409J, CELC50F2J7, C45875, 
andAB009510_21. 

35 Clone DNA61873-1574 has been deposited with ATCC and is assigned ATCC deposit no. 203132. 
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EXAMPLE 125: I*n1*tfem of cDNA dflBg Encoding Hnman PRQ1 192 

A consensiMDN A sequence 
a Example 1 above. This consensus sequence is designated hereto DNA35924. Based on the DNA35924 
comensns sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a done of the 6jiHenglh coding sequence for 
FR0119L 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer: 5 , -CCGAGGCCATCTAGA(XKX^AQAGC^3• (SEQ ID NO-J90) 
gfflg PCR primer: 5**ACA(KXZAQAOCX!AATGGCCAGAGC-3 ft (SEQ ID NO:391). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DHA35924 sequence which had the following nucleotide sequence: 

5 , -GAGAGGACTXXXKKlAOT CSEQ ID NO£92)- 

In <mler to screen several libraries for a source of a 
screened by PGR amplification with tbe PCR primer pair identified above. A positive library was then used 
to isolate clones encoding the PROl 192 gene using foe probe oligonucleotide and one of the PCR primers. 
RNA for construction of the cDN A libraries was isolated from human fetal liver and spleen tissue. 

DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 
PRO 11 92 designated herein as DNA62814-1521 and shown in Figure 279 (SEQ ID NO:388); and the derived 
protein sequence for PROl 192 which is shown in Figure 280 (SEQ ID NO:389). 

The entire coding sequence of PROl 192 is shown in Figure 279 (SEQ ID NO:388). Clone 
DNA62814-1521 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
positions 121-123 and an apparent stop codon at nucleotide positions 766-768. The predicted polypeptide 
precursor is 215 amino adds long. The predicted polypeptide precursor has the following features: a signal 
peptide at about amino acids 1-21; a transmembrane domain at about amino acids 153-176; potential N- 
glycosyiatkm sites at about amino adds 39-42 and 118-121; and homology with myelin P0 proteins at about 
amino acids 27-68 and 99-128 of Figure 280. The fiill-length PROl 192 protein shown in Figure 280 has an 
estimated molecular weight of about 24,484 daltons and a pi of about 6.98. 

An analysis of the Dayhoff database (version 35.45 SwissPiot 35). using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 280 (SEQ ID NO:389), revealed homology 
between die PROl 192 amino add sequence and the following Dayhoff sequences: GEN12838, 
MYPOJIUMAN, AF049498J, GHN14531, P_W14146, HS46KDAJ, CINBRAT, OX2GJRAT, 
D87018J, and D86996_2. 

Clone DNA62814-1521 was deposited with die ATCC on August 4, 1998, and is assigned ATCC 
deposit no. 203093. 

EXAMPLE 126 : Isolation ofcDNA clones Encoding Human PROl 160 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
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in Bxamplo 1 above Thi» consensu sequence is herein designated DNA40650. Based oo the DNA40650 
oonseosus sequence, 

oligonudeotidea were synthesized: 1) to identify by PGR icDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate i clone of die foll-length coding sequence for 
PROU60. 

PGR primers (forward and reverse) were synthesized: 
5 forward PGR primer 5'-CCTCCCTGATCT^ (SEQ ID N039S) . 

reverse PGR primer S^GGQACACAClCTACCATTCGGGAQ-a' (SEQ ID N0396) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA40650 
sequence which had the folio wing n uc le otide sequence 
hybridization probe 

10 5'<XATCTITCItXnra (SEQ ID NO:397) 

# In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 

to isolate clones encoding foe PROl 160 gene using the probe oligonucleotide and one of the PGR primers. 

RNA for construction of the cDNA libraries wn isolated from human breast tissue, 
15 DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 

PRO1160 (designated herein as DNA62872-1509 [Figure 281, SEQ ID NO: 393]) and die derived protein 

sequence for PROl 160. 

The entire nucleotide sequence of DNA62872-1509 is shown in Figure 231 (SEQ ID NO:393). Clone 
DN A62872- 1 509 contains a single open reading frame with an apparent translational initiation site at nucleotide 

20 positions 40-42 and ending at the stop codon at nucleotide positions 310-312 (Figure 281). The predicted 
polypeptide precursor is 90 amino acids long (Figure 282). The foil-length PROl 160 protein shown in Figure 
282 has an estimated molecular weight of about 9,039 daltons and a pi of about 437. Analysis of the foil- 
length PROl 160 sequence shown in Figure 282 (SEQ ID NO:394) evidences die presence of the following: 
a signal peptide from about amino acid 1 to about amino acid 19 and a protein kinase C phosphorylation site 

25 from about amino acid 68 to about amino acid 70. Clone DNA62872-1509 has been deposited with ATCC 
on August 4, 1998 and is assigned ATCC deposit no. 203 100. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die foil-length sequence shown in Figure 282 (SEQ ID NO:394), evidenced significant 
homology between die PROl 160 amino acid sequence and die following Dayhoff sequences: B30305, 

30 GEN13490, 153641, S53363, HA34JBRELC, SP96_DICDI, S36326, SSU51197J0, MUC1_XENLA, 
TCU32448J and AF000409 1. 



EXAMPLE 127 : Isolation of cDNA clones Encoding Human PRQ1187 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a angle 
35 EST cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (UFESEQ* Incyte Pharmaceuticals, Palo Alto, GA) to identify existing 
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homologies. The homology search waapeifonned using the 

ct aL. Mcthodf fo fogy^Hnr 266:460-480 nWftiV Those comparison* resulting in a BLAST score of 70 
(or in some cases 90) or greater dial did not encode known proteins were clustered and assembled into a 
c on sens us DNA sequence with die program "phrap" (Phil Green, University of Washington. Seattle, 
Washington). The consensus sequence obtained therefrom it herein designated DNA57726. 

in light of an observed sequence homology between the DNA57726amsensin sequence and an EST 
sequence encompassed within die Incyte EST done no. 358563, the Incyte EST clone 358563 was purchased 
and the cDNA insert was obtained and sequenced, ft was found that this insert encoded a folMength protein. 
The sequence of this cONA insert is shown in Figure 283 and is herein designated as DNA62876-1517. 

The foil length clone shown in Figure 283 contained a single open reading frame with an apparent 
translations! initiation site at nucleotide positions 121-123 and ending at the stop codon found at nucleotide 
positions 481-483 (Figure 283; SEQ ID NO.398). The predicted polypeptide precursor (Figure 284, SEQ ID 
N0399) is 120 amino adds long. The signal peptide is at about amino adds 1-17 of SEQ ID N0399. 
PRO 1187 has * calculated molecular wdgttf of a ppr oxim ately 12,925 datams and an estimated pi of 
ap pro ximate ly 9.46. Clone DNA62876-1517 was deposited with the ATCC on August 4, 1998 and is assigned 
ATOC deposit no. 203095. ft is understood that the deposited ckme contains the actual seq 
representations herein may have minor sequencing errors. 

* An analysis of die Dayhoff database (version 35 .45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die fall-lepgth sequence shown in Figure 284 (SEQ ID NO.399), revealed some sequence 
identity (and therefore some relation) between die PRO 1187 amino acid sequence and the following Dayhoff 
sequences: MGNENDOBXJ, CELF41G3_9, AMPGSTRLI, HSBBOVHERLJ2, LBBXTENKM, 
AF029958 1 and PJW04957. 

EXAMPLE 128 : Isolation of cD NA clones Encoding Human PROU85 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LIFBSEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was perfonned using the computer program BLACT 
et at, Methods in Enzvmology 266:460480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program *phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56426. 

In light of an observed sequence homology between the DNA56426 consensus sequence and an EST 
seqoence encompassed within the Incyte EST done no. 3284411, the Incyte EST clone 3284411 was purchased 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a foil-length protein. 
The sequence of this cDNA insert is shown in Figure 285 and is herein designated as DNA62881-1515. 
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The foil length DNA62881-1515 done shown in Figure 285 contained a single open reading frame 
wttgipparent translation^^ 

itodeotMe positions 598-600 (Figure 285; SEQ ID NO:400). The predicted polypeptide ptcursorO^giire 286, 
SEQ ED NO:401) is 198 amino acids long. The signal peptide is at about amino acids 1-21 of SEQ ID 
HOMl. PR01185 has a calculated molecular weight of approximately 22,105 daltons and an estimated pi 
5 of approximately 7.73. Clone DNA6288M515 has been deposited with the ATCC and is assigned ATCC 
deposit no, 203096. 

An analysis of the Dayhoff database (version 33.43 SwissProc 33), using a WU-BLAST2 sequence 
aHgnmca* analysis of the 

identity between die PROl 183 amino acid sequence and die following Dayhoff sequences: TUPlJfEAST, 
10 AFD41382J. MAOMJSQLTU, SPPBFHU9J J41G24. EPCPLCFAILJ, HSPLECJ, YKL4CAEEL, 
M A44643.TGU65922J. 

EXAMPLE 129: Isolation of cDNA donea Encoding ffi»nre PKO\M* 

A consensus DNA sequence was assembled relative to other EST sequence 
15 in Example 1 above. This consensus sequence is herein designated DNA47364. Based on the DNA47364 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the foil-length coding sequence for 
PR01345. 

PCR primers (forward add reverse) were synthesized: 
20 forwatd PCR primer ^^CTGGTTATCCCCAGGAACTCCGAC^* (SEQ ID NO:404) 
reverse PCR primer 5 '-CTCTTGCTGCTGCGACAGGCCTC-S ' (SEQ ID NO:405) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA47364 
sequence which had die following nucleotide sequence 
hybridization probe 

25 5 # -<XXXXrTCCAAGACTATCGTAAAAGGAGC^ (SEQ ID NO:406) 

in order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was men used 

to isolate clones encoding the PR01345 gene using die probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human breast carcinoma tissue. 
30 DNA sequencing of die clones isolated as described above gave die full-length DNA sequence for 

PR01345 (designated herein as DNA64852-1589 [Figure 287, SEQ ID NO: 402]) and the derived protein 

sequence for PR01345. 

The entire nucleotide sequence of DNA64852-1589 is shown in Figure 287 (SEQ ID NO:402). Clone 
DNA64852-1589 contains a single open reading frame with an apparent translations! initiation site at nucleotide 
35 positions 7-9 or 34-36 and ending at the stop codon at nucleotide positions 625-627 (Figure 287). The 
predicted polypeptide precursor is 206 amino acids long (Figure 288). The full-length PR01345 protein shown 
in Figure 288 has an estimated molecular weight of about 23,190 daltons and a pi of about 9.40. Analysis of 
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the foil-length PR01345 sequence shown In Figure 288 (SEQ ID NO:403) evidences the presence of the 
following: 1 signal peptide from about amino acid 1 to about amino add 31 or from about amino acid 10 to 
abootaminoadd31ai^aCMypelecdndonwm signature sequence from about amino add 176 to about amino 
add 150. CkmeDNA648S^1589 has been deposited with ATTC 1998 and is assigned ATCC 

deposit no. 203127. 

An analysis of the Dayhoff database (vision 35.45 SwisaProt 35), using a WU-BLAST2 sequence 
alignment analysis of the foil-length sequence shown in Figure 288 (SEQ ID NO:403), evidenced significant 
homology between the PR01345 amino add sequence and the following Dayhoff sequences: BTU22298_l f 
TBTNCARSP, TETNJHUMAN, MABA_RAT, S34198, PJW13144, MACMBPAJ . A46274, PSPDJRAT 
ANDPR32188. 

BSAMFLB 13fcJadafeffl of fiPNA 4vm gnqwttng mm EBQ12ff 

Use of the signal sequence algorithm described in Exj^Ie3abovealk)wed identifkationof asin^le 
EST duster sequence from the Incyte database. TWs EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LEFESEQ* Incyte Pharmaceuticals, Palo Alto. CA) to identify existing 
homolo gies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
* al r MfflWfftl h ^"BYr^^m 266:460480 f Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled Into a 
consensus DNA sequence with the program "phrap" (Phil Green* University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56019. 

In light of an observed sequence homology between the DNA56019 consensus sequence and an EST 
sequence encompassed within the Incyte EST clone no. 1327836, the Incyte EST clone 1327836 was purchased 
and the cDNA insert was obtained and se que nced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 289 and is herein designated as DNA64884-1527. 

The foil length done shown in Figure 289 contained a single open reading frame with an apparent 
transiational initiation site at nucleotide positions 79-81 and ending at the stop codon found at nucleotide 
positions 391 -393 (Figure 289; SEQ ID NO:407). The predicted polypeptide precursor (Figure 290, SEQ ID 
NO:408) b 104 amino acids long, with a signal peptide sequence at about amino add 1 to about amino acid 
18- PR01245 has a calculated molecular wdgfat of approximately 10,100 daltons and an estimated pi of 
approximately 8.76. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 290 (SEQ ID NO:408), revealed some 
homology between the PR01245 amino acid sequence and the following Dayhoff sequences: SYA THETH, 
GENII 167, MTV044_4, AB011151J, RLAJ2750 3, SNELIPTRAJ, S63624, C28391, A37907, and 
S14064. 

Clone DNA64884-1245 was deposited with the ATCC on August 25, 1998 and is assigned ATCC 
deposit no. 203155. ■ . 
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EXAMPLE 131* Isolation of cDNA clones Bacodini Hitman PRQ1358 

Use of the signal sequence dgoritfam described in Example 3 abra 
EST duster sequence from the tacyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tig (EST) databases which induded public EST databases (eg., GenBank) and a 
proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed u^ 
et tf. t Methods m Enzvmologv 266:460-430 (199Q). Those comparison resi^ 
(or in some eases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with die program "phrap* (Phil Green, University of Washington, Seattle, 
Washington)- 

In tight of an observed sequence homology between the consensus sequence and an EST sequence 
4 encoropasaed within die Incyte EST done no. 88718, die Incyte EST clone 88718 was purchased and the 
cDNA insert was obtained and sequenced It was found that this insert encoded a foU-koglh protein. The 
sequence of this cDNA insert is shown in Figure 291 and is herein designated as DNA64890-1612. 

The full length clone shown in Figure 291 contained a single open reading frame with an apparent 
translatkmal initiation ate at nucleotide positions 86 through 88 and ending at the stop codon found at 
nucleotide positions 1418 through 1420 (Figure 291; SEQ ID NO:409). The predicted polypeptide precursor 
(Figure 292, SEQ ID NO:410) to 444 amino adds long. The signal peptide is at about amino acids 1-1 8 of 
SEQ ID NO:410. PR01358 has a calculated molecular weight of approximatdy 50,719 daltons and an 
estimated pi of approximately 8.82. Clone DNA64890-1612 was deposited with the ATCC on August 18, 
1998 and is assigned ATCC deposit no. 203131. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 292 (SEQ ID NO.410), revealed sequence 
identity between the PR01358 amino add sequence and the following Dayhoff sequences: P_W07607, 
AB00G545J, AB000546J , A1AT_RAT, AB015164J. P_P50021, COTTR^CAVPO, and HAMHPPJ. The 
variants claimed in this application exclude these se q uences. 

EXAMPLE 132 : Isolation of cDNA clones Encoding Human PRO! 195 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST cluster sequence from the Incyte database. This EST duster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LIFESEQ*, Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et ah, Mftftiofry }ry Enrvmolofrv 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were dustered and assembled into a 
consensus DNA sequence with die program *phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA55716. 



508 



WOKU73454 PCT/CS00/08439 

In light of an observed sequence homotogy between to 
Sfffnf nr ff f nmniH^ "ri^*" fog** EST "> 3252980, the Incyte EST done 32S2980 was purchased 
and the cDN A insert was obtained and sequerced. It was found that this insert encoded a folHength protein. 
The sequence of this cDN A insert is shown in Figure 293 and is herein designated as DNA654 1 2- 1 523 . 

The Ml length done shown in Figure 293 contained a single open reading frame with an apparent 
5 transhtkual initiation site at nucleotide positions 58-60 and ending at the stop codon found at nucleotide 
positions 51 1-513 (Figure 293; SEQ ID NO:41 1). The predicted polypeptide precursor (Figure 294, SEQ ID 
NO:412) is 151 amino adds long. The signal sequence is at about amino acids 1-22 of SEQ ID NO:412. 
FR01195 has a calculated molecular weight of approximately 17,277 dahons and an estimated pi of 
apjmahnateiy5.33. Clone DNA65412-1523 was deposited with the ATCC on August 4, 1998 and is assigned 
10 ATCC deposit no. 203094. 

M An analysis of the Dayhoff database (version 35.45 SwissProt 35). using * WU-BLAST2 sequence 

ittgrnnm* anatyiaU nf th» fiiiitength segatjx* shown in Figmo 294 (SEQ ID NO:412). revealed some sequence 
identiy between the PROH95 amino acid sequence and the following Dayhoff sequences: MMU28486J. 
AF0442O5J. PW31186, CELK03C7J, F69034, EF1A_METVA» AF024540J, SSU90353J, 
15 MRSPSTAAU and P_R97680. 

EXAMPLE 133: Isolation of cDN A clones Ryodtw ffiiman FRO1370 

Use of the signal sequence algorithm described in Exan^ple 3 above allowed identification of a single 
EST cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 

20 of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (UFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et aL. Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 

25 consensus DNA sequence with the program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA57951. 

In light of an observed sequence homology between the DNA5795 1 consensus sequence and an EST 
sequence encompassed within the Merck EST clone no. 124878, the Merck EST clone 124878 was purchased 
and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 

30 The sequence of this cDNA insert is shown in Figure 295 and is herein designated as DNA66308-1S37. 

Clone DNA66308-1537 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 103-105 and ending at the stop codon at nucleotide positions 1042-1044 (Figure 
295). The predicted polypeptide precursor is 313 amino acids long (Figure 296). The full-length PRO1270 
protein shown in Figure 296 has an ^""^ molecular weight of about 34 ,978 dahons and a pi of about 5.71. 

35 Analysis of the full-length PRO1270 sequence shown in Figure 296 (SEQ ID NO:414) evidences the presence 
of the following : a signal peptide from about amino acid 1 to about amino acid 1 6, a potential N-glycosylation 
site from about amino acid 163 to about amino acid 166 and glycosaminogtycan attachment sites from about 
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amino acid 74 to about amino acid 77 and from about amino arid 289 to about amino acid 292. Clone 
DHA66308-1537 has been deposited with ATCC on August 25, 1998 and ii assigned ATCC deposit no. 
203159. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 296 (SEQ ID NO:4 14), evidenced significant 
5 homology between the PRO1270 amino acid sequence and the following Dayhoff sequences: XLU86699 1, 
S49589. HBAlPARPA. FIBB_HUMAN, PR47189. AF004326J. DRTENASCN_1. AF004327J, 
P_W01411 and HBGBOVIN. 

EXAMPLE 134: fcnlaifawi of cDNA clones Encoding Human EBQ127J 

10 Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 

EST duster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence lag (EST) i*frti)k»«*« which included public EST databases (e.g. B GcnBank) and a 
proprietary EST DNA database (LIFESEQ*. hcyte Pharmaceuticals, Palo Alto. CA) to identify existing 
homologies. The homology search was performed using the compt to 

15 ct ri , fr*fr~k if **»yrwl e m 266:46(M80 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with die program "phrap* (Phil Green. University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom Is herein designated DNA57955. 

In light of an observed sequence homology between the DNA57955 consensus sequence and an EST 

20 sequence encompassed within the Merck EST done no. AA625350, the Merck EST clone AA625350 was 
purchased and the cDNA insert was obtained and sequenced. It was found that this insert encoded a full-length 
protein. The sequence of this cDNA insert is shown in Figure 297 and is herein designated as DNA66309- 
1538. 

Clone DNA66309- 1 538 contains a single open reading frame with an apparent t ra n sl a tional initiation 
25 site at nucleotide positions 94-96 and ending at the stop codon at nucleotide positions 7 1 8-720 (Figure 297). 

The predicted polypeptide precursor is 208 amino acids long (Figure 298). The full-length PR01271 protein 

shown in Figure 298 has an estimated molecular weight of about 21,531 daltons and a pi of about 8.99. 

Analysis of the full-length PR01271 sequence shown in Figure 298 (SEQ ID NO:416) evidences the presence 

of the following: a signal peptide from about amino acid 1 to about am^ 
30 from about amino add 166 to about amino add 187. Clone DNA6630SM538 has been deposited with ATCC 

on September 15, 1998 and is assigned ATCC deposit no. 203235. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of die full-length sequence shown in Figure 298 (SEQ ID NO:416), evidenced significant 

homology between the PR01271 amino add sequence and the following Dayhoff sequences: S57180, S63257, 
35 AGAIJTEAST, BPU43599J, YS8A_CAEEL, S67570, LSU54556_2, S70305, VGLXHSVEB, and 

D88733J. 
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EXAMPLE lfrft halation of cDNA flag BoBMBM TH 1 *" raQl ^ 

A Merck/Wash. U. database was searched and a Meick EST was identified. This sequence was then 
put ma program which aligns it with other secquences from the Swiss-Prot public database, public EST 
databases (e.g., GenBank, Merck/Wash. U.), and a proprietary EST database (LDPESEQ* Incyte 
Pbannactutkals, Palo Alto, CA). The search was performed using the compotex program BL\ST or BLAST2 
[Attach* et at , Methods fa Bnzvmologv. 266:460480 (1 996)] as a comparison of the extracellular domain 
(BCD) protein sequences to a 6 frame translation of die EST sequences. Huse c omp a ri sons resulting in a 
BLAST score of 70 (or in some cases, 90) or greater ti^ 

assembled into consensus DNA sequences with the program *phrap* (Phil Green, University of Washington, 
Seattle, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using phrap. This 
consensu* sequence is designated herein "DNA670Q3'*. 

Based on theDNA£7003cQnscnsQ^ 
h uman p an creas library. DNA sequencing of the done gave the fiiD-length DNA sequence for PR01375 and 
die derived protein sequence for FR01375. 

The entire coding sequence of PR01375 is down in Figure 299 (SEQ ID N(h417). Clone 
DNA67004-1614 contains a angle open reading frame with anapparemtranslationali^ 
positions 104-106 and an apparent stop codon at nucleotide positions 698-700 of SEQ ID NO:417. The 
piedk^ polypeptide precui^ is 198 amiro The transmembrane domains are at about amino acids 

11-28 (type II) and 103-125 of SEQ ID NO:418. Clone DNA67004-1614 has been deposited with ATCC and 
is assigned ATCC deposit no. 203 1 15. The full-length PR01375 protein shown in Figure 300 has an estimated 
molecular weight of about 22,531 dattons and a pi of about 8.47. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 300 (SEQ ID NO:418), revealed sequence 
identity between the PR01375 amino acid sequence and the following Dayhoff sequences: AF026198_5. 
CELR12C12J5, S73465, Y011JKYCPN, S64S38J, P_P8150. MUVSHPO10J, VSH_MUMPL and 
CVU59751J. 

BXAMPlg 136: iMtatiro pf *PNA do*** Encoding Hmr^n PRQ138S 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
o al Mgrhnrfj fa Bnaffl Mtog 266:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 
(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with die program "phrap* (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA57952. 
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En light of an observed sequence homotogy between the DRA57952conse^ 
sequence eneon^>assed within 

and tfaecDNA insert was obtained and sequenced, ft was that this insert encoded a fuD-kngih protein. 
The sequence of this cDN A insert is shown in Figure 301 and is herein designated as DNA688694610. 

Clone DNA68869-1610 contains a single open reading frame with an apparent translatkmal initiation 
site at nucleotide positions 26-28 and endmgatthcstopcodonatm 

Th* predicted polypeptide piea^^ is 128 amino adds long (Figure 302). The full-length FR01385 protein 
shown in Figure 302 has an estimated molecular weight of about 13,663 daltons and a pi of about 10.97. 
Analysis of the full-length PRO 1383 sequence shown in Figure 302 (SEQ ID NO:420) evidences the presence 
of the following: a signal peptide from about amino add 1 to about amino add 28, and glycosylaminoglycan 
attachment shea from about amino acM 82 to about amino add 85 and from about amino acid 91 to about 
amino add 94. Clone DNA6886^1610 has bera deposited with ATCC on August 25, 1998 and is assigned 
ATOC deposit no. 203164. 

An analysis of dm Dayhoff database (version i$A5 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysts of the full-length sequence shown in Figure 302 (SEQ ID NCh420), evidenced low 
homology between the PR01385 amino acid sequence and the following Dayhoff sequences: CELT14A8_1, 
LMNACHRA1J, HXD9_HUMAN, OHKCMLFJ, HS5PP34_2, DMDRINGJ, A37107J. 
MMLUNGENEJ, PUMDROME and DMU25117J. 

EXAMPLE 137: Isolation of cDNA done? Encodin g Human P3Q1387 

Use of the signal sequence algorithm described in Example 3 above allowed identification of a single 
EST duster sequence from the Incyte database. This EST cluster sequence was then compared to a variety 
of expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a 
proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et *l~ l/g&gfe gnamojagy 266:460480 Those comparisons resulting in a BLAST score of 70 

(or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence wit£ the program *phrap" (PhD Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA56259. 

in light of an observed sequence homology between the DNA56259 consensus sequence and an EST 
sequence encompassed within the Inc^ 3507924, the Incyte EST done 3507924 was purchased 

and the cDN A insert was obtained and sequenced. It was found that this insert encoded a full-length protein. 
The sequence of this cDNA insert is shown in Figure 303 and is herein designated as DNA68872-1620. 

Clone DNA68872-1620 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 85-87 and ending at the stop codon at nudeotide positions 1267-1269 (Figure 303). 
The predicted polypeptide precursor is 394 amino adds long (Figure 304). The full-length PR01387 protein 
shown in Figure 304 has an estimated molecular weight of about 44,339 daltons and a pi of about 7.10. 
Analysis of the full-length PR01387 sequence shown in Figure 304 (SEQ ID NO:422) evidences the presence 
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of die following: a signal peptide from about amino acid 1 to about amino acid 19, a transmembrane domain 
from about amino acid 275 to about amino add 296, potential 

to about amino add 79, from about amino acid 231 to about amino acid 234, from about amino acid 302 to 
about amino add 305, from about amino add 307 to al»^ 

about amino acid 379, and amino add sequence blocks having homology to myelin pO protein from about 
amino add 210 to about amino add 239 and from about amino add 92 to about amino add 121. Clone 
DNA688724620 has been deposited with ATCC on August 25, 1998 and is assigned ATCC deposit no. 
203160. 

An analysis of the Dayhoff database (version 35.45 Swis&Prot 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 304 (SEQ ED NO:422), evidenced significant 
homology between die PR01387 amino add sequence and the following Dayhoff sequences: PJW36955, 
MYTOHBIFR, HS46KDAJ, AF049493J, MYO0JHUMAN, AF030454J, AJ3268, SHFTCRAJ, 
P_W14146 and GEN12838. 

EXAMPLE 138: faojafta of riffNA dnegAcaflM Banaa PRQl^H 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA54192. Based on the DNA54192 
sequence, oligonucleotide were 

of interest, and 2) for use as probes to isolate a done of die full-length coding sequence for PR01384. 

PGR primers (forward and reverse) were synthesized: 
forward PGR primer 5 , -TGCAGC^C^GTOACACAAACTCK^3 , (SEQ ID NO:425) 
reverse PCR primer S'-CTGAGATAACCGAGCCATCCTCCCAC^ ' (SEQ ID NO:426) 

Additionally , a synthetic oligonucleotide hybridization probe was constructed from the DNA54192 
sequence which had the following nucleotide sequence: 
hvbndtzation pffi hfl 

5*-<XiAGATAGCTGCTATGGGTTCTT^ (SEQ ID NO:427) 

hi order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used 

to isolate clones encoding the PR01384 gene using the probe oligonucleotide and one of the PCR primers. 

UNA for construction of the cDN A libraries was isolated from human fetal liver. 

DNA sequencing of the clones isolated as described above gave die fulHength DNA sequence for 

PR01384 (designated herein as DNA71 159-1617 [Figure 305, SEQ ID NO:423]; and the derived protein 

sequence for PR01384. 

The entire coding sequence of PR01384 is shown in Figure 305 (SEQ ID NO:423). Clone 
DNA71 159-1617 contains a single open reading frame wim an apparent 

positions 182-184 and an apparent stop codon at nucleotide positions 869-871. The predicted polypeptide 
precursor is 229 amino acids long. The full-length PR01384 protein shown in Figure 306 has an estimated 
molecular weight of about 26,650 daltons and a pi of about 8.76. Additional features include a type II 
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transmembrane domain at about amino acids 32-57, and potential N-glycosyUtion site* at about amino acids 
68-71, 120-123. and 134-137. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of die full-length sequence shown in Figure 306 (SEQ ID NO.424), revealed homology 
between the PR01384 amino add sequence and the following Dayhoff sequences.- AFQ54819J, HSAJ1687J, 
AF0095UJ, AB010710J. GEN13595, HSAJ673_1, GBN13961, AB0O5900J, LECHjCHICK, 
AF021349J, and NK13_RAT. 

Clone DNA71 159-1617 has been deposited with ATCC and is assigned ATCC deposit no. 203135. 

BSflMttB P» ihmfJBQ n n taferidjafigi prte 

Tt>e following method describes use of a rror^ 

DNA comprising the coding sequence of full-length or mature PRO as disclosed herein is employed 
as a probe to screen for homologous DMAs (such as those encoding imunuTy-occuirmx variants of PRO) in 
Imbmb tissue c^)NA Bbwrics of human tissue genomic libraries* 

Ifyfaridization and washing of 
high stringency conditions. Hybrklization of radiolabeled PRO-derived probe to the filters is performed in a 
solution of 50% forrnamide, SxSSC, 0.1% SDS, 0.1% sodium pyrophosphate, 50 mM sodium phosphate, pH 
6.8,2xDenhanfc'ssototk^ Washing of the filters is performed 

in an aqueous solution of O.lxSSC and 0.1% SDSat42°C. 

DNAs having a desired sequence identity with die DNA encoding full-length native sequence PRO 
can then be identified using standard techniques known in the art. 

EXAMPLE 140: Expression of PRO ing. coti 

This example illustrates preparation of an unglycosy lated form of PRO by recombinant expression in 

The- DNA sequence encoding PRO is initially amplified using selected PGR primers. The primers 
should contain restriction enzyme sites which correspond to die restriction enzyme sites on die selected 
expression vector. A variety of expression vectors may be employed. An example of a suitable vector is 
pBR322 (derived from E. coti; see Bolivar etal., Gene. 2:95 ( 1 977)) which contains genes for ampicil lin and 
tetracycline resistance. The vector is digested with restriction enzyme and dephosptarylated. The PGR 
amplified sequences are then ligated into the vector. The vector will preferably include sequences which 
encode for an antibiotic resistance gene, a tip promoter, a polyhis leader (including die first six STU codons, 
polyhts sequence, and enterokinase cleavage site), the PRO coding region, lambda transcriptional terminator, 
and an argU gene. 

The ligation mixture is then used to transform a selected E. coti strain using the methods described 
inSaataooketal.. supra. Transformants are identified by their ability to grow on LB plates and antibiotic 
resistant cokmies are then selected. Plasmid DNA can be isolated and confirmed by restriction analysis and 
DNA sequencing. 



514 



WOW73454 



PCT/US00/08439 



Selected clones can be grown overnight in liqukl culture medium 
antibiotics. The overnight culture may subsequently bo used to inoculate a larger scale culture. The cells are 
then grown to a desired optical density, during which the expression promoter is tuned on. 

After culturingthe cells for several more bour^ the ceils can bo harvested by ccntrifbgation. The cell 
pellet obtained by the centrifiigatkm can be sohibilized using various agents known in the art, and the 
sohibilized PRO protein can then be purified using a metal chelating column under conditions that allow tight 
pinning or tne protein. 

PRO may be expressed in K coli in* pory-His tagged form, using the following procedure. Hie 
DN A encoding PRO is initially amplified using selected PGR primers. The primers will contain restriction 
enzyme sites which correspond to the restriction enzyme sites on the selected expression vector, and other 
uacflil sfflttfii pf s provid ing for effici ent and reliable translation fryWattoi f rapid puri fi ca tion on n metal chelation 
column, and proteolytic removal with enterokinase. The PCR-amplified. pory-His tagged sequences are then 
ligated into an e x p ression vector, which Is used to transform an B. coB host based on strain 52 (W3110 
fahAftooA) Ion galE rpoHts(htpRts) clpPQadq). Tramformants are first grown in LB containing SO mg/ml 
ca*enktflinat30°Cwims Cultures are then diluted 50-100 fold 

into CRAP media (prepared by mixing 3.57 g (NHJjSO* 0.71 g sodium eitrate«2H20. 1.07 g KC1, 536g 
Difto yeast extract, 5.tfgS 0.55% 
(w/v) glucose and 7 mM MgSOO and grown for approximately 20-30 hours at 30°C with shaking. Samples 
are removed to verify expression by SDS-PAGE analysis, and the bulk culture is centrifoged to peUet 
Cell pellets are frozen until purification and refolding. 

E. coM paste from 0.5 to 1 L fermentations (6-10 g pellets) is resuspended in 10 volumes (w/v) in 7 
M guanidifle, 20 mM Tris. pH 8 buffer. Solid sodium sulfite and sodium tetrathionate is added to make final 
concentrations of 0. 1 M and 0.02 M. respectively, and the solution is stirred overnight at 4°C. This step results 
in a denatured protein with all cysteine residues blocked by sul fitolization . The solution is centrifuged at 40.000 
rpm in a Beckman Ultracentifage for 30 min. The supernatant is diluted with 3-5 volumes of metal chelate 
column buffer (6 M guanidine. 20 mM Tris. pH 7.4) and filtered through 032 micron filters to clarify. The 
clarified extract is loaded onto a 5 ml Qiagen Ni-NTA metal chelate column equilibrated in the metal chelate 
column buffer. The column is washed with additional buffer containing 50 mM imidazole (Calbiochem, Utrol 
grade). pH 7.4. The protein is eluted with buffer containing 250 mM imidazole. Fractions containing the 
desired protein are pooled and stored at 4 9 C. Protein concentration is estimated by its absorbance at 280 nm 
using the calculated extinction coefficient based on its amino acid sequence. 

The proteins are refolded by diluting the sample slowly into freshly prepared refolding buffer 
consisting of: 20 mM Tris. pH 8.6. 0.3 M NaCI. 2.5 M urea. 5 mM cysteine. 20 mM glycine and 1 mM 
EOT A. Refolding volumes are chosen so that the final protein concentration is between 50 to 100 
micrograms/ml. The refolding solution is stirred gently at 4°C for 12-36 hours. The refolding reaction is 
quenched by the addition of TFA to a final concentration of 0.4% (pH of approximately 3). Before farther 
purification of die protein, the solution is filtered through a 0.22 micron filter and acetonitrile is added to 
2-10% final concentration. The refolded protein is chromatographed on a Poros Rl/H reversed phase column 
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usingainr*itebuffoof0.1*TFAwta AHquotsof 
fractions with A280 absorbance are analyzed on SDS pdyactylamide gels and fractions containing 
homogeneous refolded protein are pooled. Generally, the property refa 
atthefcwestconcentrarioM 

interiors shielded from interaction with the reversed phase resin. Aggregated specks are usually ehited at 
higher acetonitrile concentrations. Inaddhk>ntoresorWngmhfbldedrbnm 
the reversed phase step also removes endotoxin from the samples. 

Fractions containing the desired folded 
a gentle stream of nitrogen directed at rhescrfutkm. Proteins are formulated into 20 mM Hepes, pH 6.8 with 
0.14 M sodium chloride and 4% mannitol by dialysis or by gel filtration using G25 Superfine (Pharmacia) 
resins equilibrated in die fbnnulation buffer aid 

Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

BXAMTLB 141: Rxprevfrm of FFO in pwyrff^^k 

Tins example illustrates preparation of a p o tentia l ly glycosylated form of PRO by rec ombin a nt 
expression in mammalian cells. 

The vector, pRK5 (see EP 307,247, published March 15, 198SD» is employed as the expresskm 
OpdoaaDy^thePRODNAialfgatedlnmpM 

DNAuMpyKpatkm methods such as described in Sambrooketal.. supra. The resulting vector is called pRK5- 
PRO. 

In one embodiment, the selected host cells may be 293 cells. Human 293 cells (ATCC CCL 1573) 
are grown to confluence in tissue culture plates in medium such as DMEM supplemented with fetal cal f serum 
and optionally, nutrient components and/or antibiotics. About 10 jtg pRK5-PRO DNA is mixed with about 
1 ^g DNA encoding the VA RNA gene [Thirnmappaya et al., Cell , £1:543 (1982)] and dissolved in 500 /d 
of 1 mM Tris-HQ, 0.1 mM BDTA, 0.227 M CaC^. To this mixture is added, dropwise, 500 >il of 50 mM 
HEPBS (pH 735), 280 mM NaO, 1 .5 mM NiP0 4 , and a precipitate is allowed to form for 10 minutes at 
25°C. The precipitate is suspended and added to the 293 cells and allowed to settle for about four hours at 
37°C. The culture medium is aspirated off and 2 ml of 20% glycerol in PBS is added for 30 seconds. The 
293 cells are then washed with serum free medium, fresh medium 
5 days. 

Approximately 24 hours after the transfecrkms, the culture medium is removed and replaced with 
culture medium (alone) or culture medium containing 200 /iCi/ml "S-cysteine and 200 pCi/ml "S-methionine . 
After a 12 hour incubation, the conditioned medium is collected, concentrated on a spin filter, and loaded onto 
a 15% SDS gel. The processed gel may be dried and exposed to film for a selected period of time to reveal 
the presence of PRO polypeptide. The cultures containing transfected cells may undergo further incubation 
(in serum free medium) and die medium is tested in selected bioassays. 

In an alternative technique, PRO r^^ 
method described by Somparyrac et al., Proc. Natl. Acad. Sci.. 12:7575 (1981). 293 cells are grown to 
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maximal density in a spinner flask and 700 MgpRK5-PRO DNA is added. The cells are first concentrated from 
the spinner flask by centrifugarion and washed with PBS, The DN A-dextran i^ecipitate fa iiwjbated on the 
cell pellet for four hours^ The cellsaie treated with 20* giycerolfor 90 seconds, washed with tissue culture 
medium! and re-introduced into the pinner flask staining tssoec^ture medium, 3 pgfad bovine insulin and 
0*1 p%fnA bovine transferrin* After about four days, die conditioned media ii centrifiiged and filtered to 
remove cells and debris. The sample containing expressed PRO can dien be concentrated and purified by any 
selected method, such as dialysis and/or column chromatography. 

In another embodiment, PRO can to The pRK5-PRO can be transfected into 

CHO cells using known reagents such as CaP0 4 or DEARdextran. As described above, the cell cultures can 
be incubated, and the medium replaced with culture medium (atone) or medh^ 

as*S-methkmine. After determining the presence of PRO polypeptide, the culUire medium may be r^laced 
with serum flee medium. Preferably, die cultures are incubated for about 6 days, and then Ihe conditioned 
medium Is harvested. The medium containing the expressed PRO can then bo concentrated and purified by 

Epitope-tagged PRO may also be expressed in host CHO cells. The PRO may be subcloned out of 
thepRKS vector. The subclone insert can undergo PGR to fuse in frame with a selected epitope tag such as 
a poly-his tag into a Baculovirus expression vector. The poly-his tagged PRO insert can then be subcloned 
into a SV40 driven vector containing a sekctkm marker such as DHFR for selection o Finally, 
die CHO cells can be transfected (as described above) with the SV40 driven vector. Labeling may bo 
performed, as described above, to verify expression. The culture medium containing the expressed poly-His 
tagged PRO can then be concentrated and purified by any selected method, such as by Ni 2+ -chelate affinity 
chromatography. 

PRO may also be expressed in CHO and/or COS cells by a transient expression procedure or in CHO 
cells by another stable expression procedure. 

Stable expression in CHO cells is performed using the following procedure. The proteins are 
expressed as an IgO construct Gmmuroadhesin), in which die coding sequences for the soluble forms (o.g. 
extracellular domains) of the respective proteins are fused to an IgGl constant region sequence containing the 
hinge, CH2 and CH2 domains and/or is a poly-His tagged form. 

Following PCR amplification, die respective DN As are subcloned in a CHO expression vector using 
standard techniques as described in Ausubelet a!., Current Protocols of Molecular Biology- Unit 3.16 T John 
Wiley and Sons (1997). CHO expression vectors are constructed to have compatible restriction sites 5 f and 
3* of die DNA of interest to allow the convenient shuttling of cDNA's. The vector used expression in CHO 
cells is as described in Lucas et aL, Nucl. Acids Res. 24:9 (1774-1779 (1996), and uses the SV40 early 
promoter/enhancer to drive expression of the cDNA of interest and dihydrofolate reductase (DHFR). DHFR 
expression permits selection for stable maintenance of the plasmid following transfection. 

Twelve micrograms of the desired plasmid DNA is introduced into approximately 10 million CHO 
cells using commercially available transfection reagents Superfect* (Quiagen), DosperVFiigene # (Boehringer 
Mannheim). The cells are grown as described in Lucas et ah, supra . Approximately 3 x 10' cells are frozen 
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in an ampule for further growth and production as described below. 

The ampules containing the plasmid DNA are flawed by placement into water bath and mixed by 
vortering. The contents are pipetted Into a centrifuge tube containing 10 mLsofmectti and ccntrifbgcd at 1000 
rpm Car 5 minutes. The supernatant is aspirated and the celh are resuspendedm^ 
/ mfito B d BS20wiBtS%Ol2Mmdfafilt^ ThecdbaiedienaliquotedintoalOOmL 
spimer containing 90 mL of select After 1-2 days, the cells ate transfened too a 2^ 
filled with ISO mL selective growth medium and incubated at 37C After another 23 days, 250 mL, 500 mL 
and 2000 mL spinners are seeded with 3 x 10 5 celh/mL. The cell media is exchanged with fresh media by 
ccnlriRigaihni and rcsuspeasion in prodnctkc medium Although any suitable CHO media may be employed, 
a production medium described in US. Patent No. 5,122,469, issued June 16, 1992 may actually be used. 
A 3L production spiimcr is seeded at 1.2x 10*ceUsAnL. On day 0, the ceil number pH ic determined. On 
day U *o aphmer is sampled and spargiiig wiAfflteredairiscoinmenced. On day 2, the spinner is sampled, 
the temperature shifted to 33<C, and 30 mL of 500 g/L glucose and 0.6 mL of 10% antifoam (eg., 35% 
potydtaetfayisiloxane emulsion, Dow Coining 365 Medical Grade Bknuhk m) taken. Throughout the 
production, the pH is adjusted as necessary to keep it at around 7.2. After 10 days, or until die viability 
dropped bdow 70%, the ceUcultu^ The 
filtrate was either stored at 4*C or i mmediat ely loaded onto columns for purification* 

For the poly-His tagged constructs, die proteins are purified using a Ni-NTA column (Qiagen). 
Before purification, imidazole is added to the conditioned media to a contra^ The conditioned 

media is pumped onto a 6 ml Ni-NTA column equilibrated in 20 mM Hepes, pH 7.4, buffo containing 0.3 
M Nad and 5 mM imidazole at a flow rate of 4-5 ml/min. at 4°C. After loading, the column is washed with 
additional equilibration buffer and the protein eluted with equilibration buffer containing 0.25 M imidazole. 
The highly purified protein is subsequently desalted into a storage buffer containing 10 mM Hepes, 0. 14 M 
Nad and 4% mannitol, pH 6.8, with a 25 ml G25 Superfine (Pharmacia) column and stored at -80°C. 

Imnamoadhesin (Fc-comaining) constructs are purified from the conditioned media as follows. The 
conditkmedinediumispun^ 

mM Na phosphate buffer, pH 6.8. After loading, the column is washed extensively with equilibration buffer 
before eiution with 100 mM citric acid, pH 3.5. The eluted protein is immediately neutralized by collecting 
1 ml fractions into tubes containing 275 //L of 1 M Tris buffer, pH 9. The highly purified protein is 
subsequently desalted into storage buffer as described above fortho poly-His tagged proteins: The homogeneity 
is assessed by SDS poiyacrylamide gels and by Nominal amino acid sequencing by Edman degradation. 
Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

EXAMPLE 142 : Expression of PRO in Yeast 

The following method describes recombinant expression of PRO in yeast. 

Fust, yeast expression vectors are constructed for intracellular production or secretion of PRO from 
the ADH2/GAPDH promoter. DNA encoding PRO and the promoter is inserted into suitable restriction 
enzyme sites in the selected plasmid to direct intracellular expression of PRO. For secretion, DNA encoding 
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PRO am bo cloned into the selected pksmid, together with DNA encoding the ADH2/GAPDH promoter, a 

native FRO agnalr>eptide or c4hern^^ 

secretary signal/leader sequence, and Bote sequences 0fra 

Yeast cells, such as yeast strain AB110, can then be transformed with die expression plasmids 
described above and cultured in selected fiMnncutai ifl ti media* The I ta osfhtmed y eas t sup ernstSMt a can bo 
5 analyzed ty precipitation with 10% trichloroacetic acid and separation by SDS-P AGE, followed by staining 
of the gels with Coomassie Blue stain. 

* 

Recombinant PRO can subsequently bo isolated and purified by removing the yeast cells from the 
fr i mentation medium by ccat rifaga t ion and then concentrating the medium u s in g selected cartridge filteta The 
concentrate coma infng PRO may farther be purified using selected column chromatography resins* 
10 Many of the PRO polypeptides disclosed herein were successfully expressed as described above. 

Tho following met hod describes recom b inant expression of PRO in Baculpviro^*inftcted insect cells* 
The sequence coding for PRO is fiised upstream of an epitope tag contained within a baculovinis 

15 ex pr essi on vector. Such epitope tags include poly-his tags and immunoglobulin tags (like Fc regions of IgG). 
A variety of plasmids may be employed, including plasmids derived from commercially available plasmids such 
as pVL1393 (Novagen). Briefly, the sequence encoding PRO or the desired portion of the coding sequence 
of PRO such as the sequence encoding the extracellular domain of a transmembrane protein or the sequence 
encoding the mature protein if the protein is extracellular is amplified by PGR with primers complementary 

20 to the 5' and 3* regions. The 5* primer may incorporate flanking (selected) restriction enzyme sites. The 
product is then digested with those selected restriction enzymes and subcloned into the expression vector. 

Recombinant baculovinis is generated by co-transfecting die above plasmid and BaculoGold™ virus 
DNA (Pharmingen) into Spodoptera frugiperda ("Sf9") cells (ATCC CRL 1711) using lipofectin (commercially 
available from GIBCO-BRL). After 4-5 days of incubation at 2S°C, the released viruses are harvested and 

25 used for farther amplification Viral infection and protein a 

et al., Baculovinis expression vec tors: A Laboratory Manual . Oxford: Oxford University Press (1994). 

Expressed poly-his tagged PRO can then be purified* for example, by Ni 2+ -chelate affinity 
chromatography as follows. Extracts are prepared from recombinant virus-infected Sfi> cells as described by 
Rupert et al., Nature. 362:175-179 (1993). Briefly, S£9 cells are washed, resuspended in sonication buffer 

30 (25 mL Hepes, pH 7.9; 12.5 mM MgCfc 0.1 mM EDTA; 10% glycerol; 0.1% NP-40; 0.4 M KQ), and 
sonicated twice for 20 seconds on ice. The sonicates are cleared by centrifugation, and the supernatant is 
diluted 50-fold in loading buffer (50 mM phosphate, 100 mM NaCl, 10% glycerol, pH 7.8) and filtered 
through a 0.45 filter. A Ni 2+ -NTA agarose column (commercially available from Qiagen) is prepared with 
a bed volume of 5 mL, washed with 25 mL of water and equilibrated with 25 mL of loading buffer. The 

35 filtered cell extract is loaded onto the column at 0.5 mL per minute. The column is washed to baseline 

with loading buffer, at which point traction collection is started. Next, the column is washed with a secondary 
wash buffer (50 mM phosphate; 300 mM NaCl, 10% glycerol, pH 6.0), which elutes nonspecifically bound 
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protein. After reaching A^baselineagaiiv the cohn^ 

hi the secondaiy wash buffer. One mLfracttos are collected^ 

or Western blot with N?+-OTA-conjugated to alkaline phos p hatase (Qtagen). Fractions containing die eluted 
HlViagged PRO are pooled and dfadyzed against loading buffiar. 

Alternatively, purification of the IgG tagged (or Fc tagged) PRO can be performed using known 
5 chromatography techiutpe*, mciuding for instance. Protein A or protein G column chromatography. 

Many of die PRO polypeptides disclosed herein were successfully expressed as described above. 

EXAMPLE 144: Preparation of Antibody 

This example illustrates preparation of monoclonal antibodies which can specifically bind PRO. 

10 Techniques for producing the monoclonal antibodies are known in die art and are described* for 

instance, in Goding, supra, ftnmnnogens that may be employed include purified PRO, fusion proteins 
omtamhig PRO, and cells cxpr^ Selection of the imumnogen can 

be made by the skilled artisan without undue experimentation. 

Mke, such as Balb/c, are unmunized with the PRO immunogen emulsified in complete Freund's 

15 adjuvant and injected subcute^ Alternatively, 
the immunogen is emulsified in MPL-TDM adjuvant (Rjbi Immunochemical Research, Hamilton, MT) and 
injected into the animal's hind foot pads. The immunized mice are then boosted 10 to 12 days later with 
additional immunogen emulsi fied in the selected adjuvant. Thereafter, for several weeks, the mice may also 
be boosted with additional immunization injections. Serum samples may be periodically obtained from the 

20 mice by retro-orbital bleeding for testing in ELISA assays to detect anti-PRO antibodies. 

After a suitable antibody titer has been detected, the animals "positive" for antibodies can be injected 
with a final intravenous injection of PRO. Three to four days later, the mice are sacrificed and the spleen cells 
are harvested. The spleen cells are then fused (using 35 % polyethylene glycol) to a selected murine myeloma 
cell line such as P3X63AgU. 1, available from ATCC, No. CRL 1597. The fusions generate hybridoma cells 

25 which can then be plated in 96 well tissue culture plates containing HAT (hypoxanthine, aminopterin, and 
thymidine) medium to inhibit proliferation of non-fused cells, myeloma hybrids, and spleen cell hybrids. 

The hybridoma cells will be screened in an ELISA for reactivity against PRO. Determination of 
■positive" hybridoma cells secreting the desired monoclonal antibodies against PRO is within the skill in the 
art. 

30 The positive hybridoma cells can be injected intraperi toneally into syngeneic Balb/c mke to produce 

ascites containing the anti-PRO monoclonal antibodies. Alternatively, the hybridoma cells can be grown in 
tissue culture flasks or roller bottles. Purification of the monoclonal antibodies produced in the ascites can be 
accomplished using ammonium sulfate precipitation, followed by gel exclusion chromatography. Alternatively, 
affinity chromatography based upon binding of antibody to protein A or protein G can be employed. 

35 

fiXAMPUB 14ft Purigcatioffi ftfPRQ Pflvpcptifr* Uasg Spyffic Antitarttt 

Native or recombinant PRO polypeptides may be purified by a variety of standard techniques in the 
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ait of protein purification. For example, pro-PRO polypeptide, mature FRO polypeptide, or pre-FRO 
polypeptide is purified by inmmnoaffinity chromatography using antibodies specific for the PRO polypeptide 
of interest In general, an imimmoaffmity column is constructed by covalently coupling the anti-PRO 
polypeptide antibody to an activated chromatographic resin. 

Polyclonal immunoglobulins are prepared from hnmnno sera either by precipitation with ammonium 
sulfate or by purification on immobilized Protein A (Pharmacia LKB Biotechnology, Piscataway, NJ.). 
Likewise, monoclonal antibodies are prepared from mouse ascites fluid by ammonium sulfate precipitation or 
chromatography on immobilized Protein A* Partially purified immunoglobulin is covalently attached to a 
chromatographic resin such as CnBretivated SEPHAROSg™ (Pharmacia LKB Biotechnology). The antibody 
is coupled to the resin, the resin is blocked, and the derivative resin is 

Such an inranmoaffinity column is utilized in the purification of PRO polypeptide by preparing i 
fraction from cell s contain ing PROpolypcptido inas ohibl e form. This preparation Is derived by solubilization 
offowhofeceflorofasubfrihito 

or by other methods well known in the art. Alternatively, soluble PRO polypeptide containing a signal 
sequence may be secreted in useful quantity into the medium in which the cells are grown. 

A soluble PRO polypeptide-coataining preparation is passed over the imimmoaffinity column, and the 
column is washed under conditions that allow the preferential absorbance of PRO polypeptide (e. g. t high ionic 
strength buffers in die presence of detergent). Then, die column is eluted under conditions that disrupt 
antibody/PRO polypeptide binding (e.g., a low pH buffer such as approximately pH 2-3, or a high 
concentration of a chaotrope such as urea or thiocyanate ion), and PRO polypeptide is collected. 

BftAMWfB K4fr P*uR foresting 

This invention is particularly useful for screening compounds by using PRO polypeptides or binding 
fragment thereof in any of a variety of drug screening techniques. The PRO polypeptide or fragment employed 
in such a test may either be free in solution, affixed to a solid support, borne on a cell surface, or located 
intracelhilarly. One method of drug screening utilizes eukaryotic or prokaryotic host cells which are stably 
transformed with recombinant nucleic acids expressing the PRO polypeptide or fragment. Drugs are screened 
against such transformed cells in competitive binding assays. Such cells, either in viable or fixed form, can 
be used for standard binding assays. One may measure, for exampl e, the formation of complexes between PRO 
polypeptide or a fragment and die agent being tested. Alternatively, one can exam 

formation between the PRO polypeptide and its target cell or target receptors caused by the agent being tested . 

Thus, the present invention provides methods of screening for drugs or any other agents which can 
affect a PRO polypeptide-associated disease or disorder. These methods comprise contacting such an agent 
with so PRO polypeptide or fragment thereof and assaying (I) for the presence of a complex between the agent 
and the PRO polypeptide or fragment, or (ii) for the presence of a complex between die PRO polypeptide or 
fragment and die cell, by methods well known in die art In such competitive binding assays, the PRO 
polypeptide or fragment is typically labeled. After suitable incubation, free PRO polypeptide or fragment is 
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scpna t ed from that present in bound form, and the amount of firce off uncompleted label it a measure of the 
ability of the particular agent to bind to PRO polypeptide or to interfere with the PRO poiypeptide/cell 

Another technique for drag screening provides high throughput screening for compounds having 
suitable binding affinity to a polypeptide and is described in detail^ 
5 13,1984- Briefly stated, large numbers of different small peptide test compounds are synthesized on a solid 
substrate, such as plastic pins or some other surface. As applied to a PRO polypeptide, the peptide test 
compounds are reacted with PRO polypeptide and washed. Bound PRO polypeptide is detected by methods 
wdl known in die ait Purified PRO polypeptide can also be coated directly onto plates for use in the 
aforementioned ding screening technhjues. In addition, nbn-neutraltzing antibodies can be used to capture the 
10 peptide and immobilize it on the solid support. 

^ This invention also contemplates the use of competitive drug screening assays in which neutralizing 

antibodie s capable of binding PRO polype pti de s p ecific a l ly compete with a test compound for binding to PRO 
posypepnoe or nagmenxs tnereor. m uus manner, me anuDootes can oe used to a er ec t me presence or any 
pe p tide which shares one or more antigenic determinants with PRO polypeptide* 

15 

BXAMELB 147: Ra&aaLBDIgJteign 

The goal of rational drug design is to produce structural analogs of biologically active polypeptide of 
interest {L e. , a PRO polypeptide) or of small molecules with which they interact, e.g. , agonists, antagonists, 
or inhibitors. Any of these examples can be used to fashion drugs which are more active or stable forms of 

20 the PRO polypeptide or which enhance or interfere with the function of the PRO polypeptide in vivo (c,/., 
Hodgson, BioTTechnologv. £ 19-21 (1991)). 

In one approach, the three-dimensional structure of the PRO polypeptide, or of an PRO 
polypeptide-inhibitor complex, is determined by x-ray crystallography, by computer modeling or, most 
typically, by a combination of die two approaches. Both the shape and charges of the PRO polypeptide must 

25 be ascertained to elucidate the structure and to determine active site(s) of foe molecule. Less often, useful 
information regarding the structure of the PRO polypeptide may be gained by modeling based on the structure 
of homologous proteins. In both cases, relevant structural information is used to design analogous PRO 
polypeptide-like molecules or to identify efficient inhibitors. Useful examples of rational drug design may 
include molecules which have improved activity or stability as shown by Braxton and Wells. Biochemistry, 

30 31:7796-7801 (1992) or which act as inhibitors, agonists, or antagonists of native peptides as shown by 
Athauda et a/., L Biochem.. 113:742-746 (1993). 

It is also possible to isolate a target-specific antibody, selected by functional assay, as described above, 
and then to solve its crystal structure. This approach, in principle, yields a pharmacore upon which subsequent 
drug design can be based. It is possible to bypass protein crystallography altogether by generating 

35 anti-khotypic antibodies (anti-ids) to a functional, pharmacologically active antibody. As a minor image of a 
minor image, the binding site of die anti-ids would be expected to be an analog of the original receptor. The 
anti-id could then be used to identify and isolate peptides from banks of chemically or biologically produced 
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peptides. The isolated peptides would then act as the jtoannacoie. 

By virtue of the present invert 
to perito such analytical sm In addition, knowledge of the PRO polypeptide 

amino acid sequence provided herein wiU provide guidan^ 
in place of or in addition to x-ray crystallography. 

5 

PEAMfjLfi m Sftpilatl^ 

This assay is desi gned to measure the ability of PRO polypeptides to stimulate hypertrophy of neonatal 
heart PRO polypeptides testing positto 
of various cardiac insufficiency disorders. 
10 Cardiac myocytes from 1-day old Harlan Sprague Dawley rats were obtained- Cells (180 /d at 7.5 x 

^ lOVml, serum <0.1%, freshly isolated) are added on day 1 to 96-well plates previously coated with 
DMEM/F12 + 4% FC5. Testsainplescootainmgto 
coittroO (20 /d/wdO are added direct^ 

concentration of 10* M. The cells are then stained on day 4 and visually scored on day 5, wherein cells 
15 showing no increase in si» as comparedto 

increase in size as compared to negative controls are scored 1 .0 and cells showing a large increase in size as 
compared to negative controls are scored 2.0 . A positive result in the assay is a score of 1.0 or greater. 
The following polypeptides tested positive in this assay: PR01312. 

20 EXAMPLE 149 : Stimulation of Endothelial Cell P roliferation ( Assay 81 

This assay is designed to determine whether PRO polypeptides of the present invention show the 
ability to stimulate adrenal cortical capillary endothelial cell (ACE) growth. PRO polypeptides testing positive 
in this assay would be expected to be useful for the therapeutic treatment of conditions or disorders where 
angiogenesis would be beneficial including, for example, wound healing, and the like (as would agonists of 

25 these PRO polypeptides). Antagonists of die PRO polypeptides testing positive in this assay would be expected 
to be useful for the therapeutic treatment of cancerous tumors. 

Bovine adrenal cortical capillary endothelial (ACE) cells (from primary culture, maximum of 12-14 
passages) were plated in 96-well plates at 500 cells/well per 100 microliter. Assay media included low glucose 
DMEM, 10% calf serum, 2mMglntamirie, and IXper^ Control wells included 

30 the following: (1) no ACE cells added; (2) ACB cells alone; (3) ACE cells plus VEGF (5 ng/ml); and (4) ACE 
cells phis FGF (5ng/ml). The control or test sample, (in 100 microliter volumes), was then added to the wells 
(at dilutions of 1 % , 0 . 1 % and 0.0 1 % , respectively) . The cell cultures were incubated for 6-7 days at 37 °C/5 % 
COj. After the incubation, the media in the wells was aspirated, and the eel Is were washed 1 X with PBS . An 
arid phosphatase reaction mixture (100 microliter; 0.1M sodium acetate, pH 5.5, 0.1% Triton X-100, 10 mM 

35 p^ntrcphenyl phosphate) was then added to each well. After a 2 hour incubation at 37°C, the reaction was 
stopped by addition of 10 microliters IN NaOFL Optical density (OD) was measured on a microplate reader 
at405nm. 
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The activity of a PRO polypeptide was calculated as the fold increase in proliferation (as determined 
by the actt phosphatase activity, OD4tf 

stimulation by VEGF. VEGF (at 3- 10 ng/ml) and FGF (at 1 -5 ng/ml) were employed as an activity reference 
te maximum stimulation. Resultsoftheassay were considered 'positive* if the observed stimulation was* 
50% increase over background. VEGF (5 ng/ml) control at 1 * dilution gave 1 .24 fold stimulation; FGF (5 
ng/ml) control at 1 * dilution gave 1 . 46 fold stimulation. 

The following FRO polypeptides tested positive in this assay: PRO 1 1 54 and PRO 1 1 86. 

PEAMFtB 150: Edition of Yim)*T fWortrclhl Growth Factor (VEQF) Sfaffhtotf toHfamtim gf 

The abDity of various PRO polypeptides to inhihit VEGF stimulated proliferation of endothelial cells 
was tested. Polypeptides testing positive in mis assay are useftil for inhibiting endothelial cell growth in 
mamm a ls where such an e ffe c t would be ben e fici a l , o.g., for inhibiting tumor growth. 

Spe c ifi c a lly, bovine adrenal cortical capillary endothelial cells (Actp (from primary culture, maximum 
of 1244 passages) were plated in 96-wdl plates at 500 cells/well per 100 microliter. Assay media included 
low glucose DM^l, 10% calf serum, 2 mM glutamine, and IX pemcilmVsd^mydn/mngizone. Control 
wells included the following: ( 1 ) no ACB cells added; (2) ACB cells alone; (3) AOS cells phis 5 ng/ml FGF; 
(4)ACBcelbplus3ng/ndVBGF;(^ 

cells phs 3 ng/ml VEGF plus 5 ng/ml UP. The test samples, poly-his tagged PRO polypeptides Cm 100 
microliter volumes), were then added to the wells (at dilutions of 1 % , 0. 1 % and 0.01 %, respectively). The 
cell cultures were incubated for 6-7 days at 37 °C/5 % CO,. After the incubation, the media in the wells was 
aspirated, and me cells were washed IX with PBS. An acid phosphatase reaction mixture (100 microliter; 
0. 1M sodium acetate, pH 5.5, 0. 1 % Triton X- 100, 10 mM p-nitrophenyl phosphate) was then added to each 
well. After a 2 hour incubation at 37°C, the reaction was stopped by addition of 10 microliters INNaOH. 
Optical density (OD) was measured on a mkroplate reader at 405 nm. 

The activity of PRO polypeptides was calculated as die percent inhibition of VEGF (3 ng/ml) 
stimulated proliferation (as determined by measuring acid phosphatase activity at OD 405 nm) relative to the 
cells without stimulation. TGF-beta Was employed as an activity reference at 1 ng/ml, since TGF-beta blocks 
70-90% of VEGF-stimulated ACB cell proliferation. The results are indicative of die utility of the PRO 
polypeptides in cancer therapy and specifically in inhibiting tumor angiogenesis. Numerical values (relative 
inhibition) are determined by calculating the percent inhibition of VEGF stimulated proliferation by me PRO 
polypeptides relative to cells without stimulation and then dividing that percentage into the percent inhibition 
obtained by TGF-p at 1 ng/ml which is known to block 70-90% of VEGF stimulated cell proliferation. The 
results are considered positive if the PRO polypeptide exhibits 30% or greater inhibition of VEGF stimulation 
of endothelial cell growth (relative inhibition 30% or greater). 

The following polypeptide tested positive in tins assay: PR0812. 
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HXAMPLB 151: Sthmilatorv Activity in Mixed Lymphocyte Reaction MlXi Away (Aim 241 

This example stows dial certain polypeptides of the invention am active as a stimulator of die 
proliferation of stimulated T-lyiiqtocytes. Compounds which stimulate proliferation of lymphocytes are uscfiil 
therapeutically where enhancement of an immune response b beneficial. A therapeutic agent may take the 
form of antagonists of die polypeptide of the invention, for example, marine-human chimeric humani zed or 
human antibodies against die polypeptide. 

The basic protocol for this assay is described in Corrent Pronto in Immunology, imft 
by J B Coligan, A M Kfuisbeek, D H Marglies, B M Shevach, W Stiober, National Instates of Health, 
Published by John Wiley & Sons, Inc. 

Mote specifically, in one assay variant 
mammalian individuals, for example a human volunteer, by teukopheresis (one donor will simply stimulator 
^ PBMCs, die other donor will supply respowlerPBMCS), If desired, the cells are fi^ 
and DMSO after isolation. Frozen cells may be thawed overnight in assay media (m:, 5% CO,) and then 
rated and resuspended to 3x10* cells/ml of assay media (RFMI; 10% fetal bovine serum, 1% 
penkallin/streptom^ 1* glutamine, 1% HEPBS, 1% nonessential amino adds, 1% pyruvate). The 
stimulator PBMCs are prepared by irradiating the cells (about 3000 Rads). 

The assay is prepared by plating in triplicate wells a mixture of: 

100:1 of test sample diluted to 1 % or to 0.1%, 

50 :1 of irradiated stimulator cells, and 

50 :lof responder PBMC cells. 
100 microliters of cell culture media or 100 microliter of CD4-IgG is used as the control. The wells are then 
incubated at 37°C, 5% CO, for 4 days. On day 5, each well is pulsed with tritiated thymidine (1.0 mC/well; 
Amersham). After 6 hours the cells are washed 3 times and then the uptake of the label is evaluated. 

In another variant of this assay, PBMCs are isolated from the spleens of Balb/c mice and C57B6 mice. 
The cells are teased from freshly harvested spleens in assay media (RPMI; 10% fetal bovine serum, 1% 
penkallm/streptoim^ 1% ghrtamine, IX HEPBS, 1% nonessential amino acids, 1% pyruvate) and the 
PBMCs are isolated by overlaying these cells over Lympholyte M (Organon Teknika), centri fuging at 2000 
rpm for 20 minutes, collecting and washing the mononuclear cell layer in assay media and ^suspending the 
cells to lxlO 7 cells/ml of assay media. The assay is then conducted as described above. 

Positive increases over control a 180% 
being preferred. However, any value greater than control indicates a stimulatory effect for the test protein. 

The following PRO polypeptides tested positive in this assay: PR0826, PRO1068, PR01184, 
PR01346andPR01375. 

EXAMPLE 152: Jl^l Neuron Survival (Assay 521 

This example demonstrates that certain PRO polypeptides have efficacy in enhancing the survival of 
retinal neuron cells and, therefore, are useful for die therapeutic treatment of retinal disorders or injuries 
including, for example, treating sight loss in mammals due to retinitis pigmentosum, AMD, etc. 
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Sprague Dawley rat pups at postnatal day 7 (mixed population; glii and retinal neuronal types) are 
kflkd by decapitation following CO| anesthesia and the eye* are removed under sterile conditions. The neural 
retmb dissected away from the 

cell suspension using 0.25% trypsin in Ca*\ Mg**-tree PBS. The retinas are incubated at 37°C for 7-10 
minutes after which the trypsin is inactivated by adding 1 ml soybean trypsin inhibitor. The cells are plated 
5 at 100,000 cells per well in 96 well plates in DMEM/F12 supplemented with N2 and with or without the 
specific test PRO polypeptide. Ceils for all experiments are grown at 37 °C in a water saturated atmosphere 
of 5% CQj. After 2-3 days in culture, cells are stained with calcein AM then fixed using 4% 
paraformaldehyde and stained with DAPI for determination of total cell count The total cells (fluorescent) 
are quantified at 20X objective magnification using CCD camera and NIH image software for Macintosh. 
10 Fields in the well are chosen at random. 

^ The effect of various concentration of PRO p^^ 

is calculated by dividing the total number of calcein AM positive cells at 2-3 days in culture by the total 
number of DAPI-labded cells at 2-3 days in culture. Anything above 30% survival is considered positive. 
The following PRO polypeptides tested positive in this assay using polypeptide concentrations within 
15 the range of 0.01% to 1.0% in the assay: PR0828, PR0826, PRO1068 and PR01132. 

EXAMflLq : Eod Photpr^pt^ foil Swvr*l (Asm Sfl 

This assay shows that certain polypeptides of the invention act to enhance the sumval/proliferation 
of rod photoreceptor cells and, therefore, are useful for the therapeutic treatment of retinal disorders or injuries 

20 including, for example, treating sight loss in mammals due to retinitis pigmentosum, AMD, etc. 

Sprague Dawley rat pups at 7 day postnatal (mixed population: glia and retinal neuronal cell types) 
are killed by decapitation following COj antithesis and the eyes are removed under sterile conditions. The 
neural retina is dissected away form the pigment epithelium and other ocular tissue and then dissociated into 
a single cell suspension using 0.25% trypsin in Ca 2 \ Mg^-free PBS. The retinas are incubated at 37°C for 

25 7-10 minutes after which the trypsin is inactivated by adding 1 ml soybean trypsin inhibitor. The cells are 
(dated at 100,000 cells per well in 96 well plates in DMEM/F12 supplemented with N 2 . Cells for all 
experiments are grown at 37°C in a water saturated atmosphere of 5% C0 2 . After 2^3 days in culture, cells 
are fixed using 4 % paraformaldehyde, and then stained using CellTracker Green CMFDA. Rho 4D2 (ascites 
or IgG 1:100), a monoclonal antibody directed towards the visual pigment rhodopsin is used to detect rod 

30 photoreceptor cells by indirect immunofluoresc^ice. The results are calculated as % survival: total number 
of calcein- rhodopsin positive cells at 2-3 days in culture, divided by the total number of rhodopsin positive 
cells at time 2-3 days in culture. The total cells (fluorescent) are quantified at 20x objective magnification 
using a CCD camera and NIH image software for Macintosh. Fields in the well are chosen at random. 

The following polypeptides tested positive in this assay: PR0536, PR0943, PROS28, PR0826, 

35 PRO1068andPRO1132. 
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This assay is designed to determine whether FRO polypeptides show the ability to induce o-fos in 
endothelial cells. PRO polypeptides testing positive in this assay would be expected to be useful for the 
therapcufctrcatmcntofc^ inc lu din g , for example, 

wound healing, and the like (as would agonists of these PRO polypeptides). Antagonists of die PRO 
polypeptides testing positive in this assay would be expected to be usefid for die therapeutic treatment of 



Hmxra venous unftiticalve^ Ham's 
F12 w/o GOT: low glucose, and SOX DMEM without glycine: with NaHCOS, IX glutamine, 10 mM 
HBPES, 10X FBS, 10 ng/nd bPGF) wen plated on 96-wdl microtiter plates at a cell density of 1x10* 
10 ceUa/weU. The day after plating, the cells were starved by removing the growth media and treating the cells 
with 100 ni/wcB test samples and comrob (positive coc^ 

buffer — 10 mM HEPES, 140 mM Nad, 4X (w/v^mannitol, pH 6.8). The cells were incubated for 30 
minutes at 37*C»iii5XaV The samples were removed, and die firstpart of thobDNA kit protocol (Chiron 
Diagnostics, cat. #6005-037) was foltowed, where 
IS from the kit. 

Briefly, the amounts of the TM Lysis Buffer and Probes needed for the tests were calculated based 
on information provided by die manufacturer. The appropriate amounts of thawed Probes were added to the 
TM Lysis Buffer* The Capture Hybridization Buffer was warmed to room temperature. The bDNA strips 
were set up in die metal strip holders, and 1 00 fA of Capture Hybridization Buffer was added to each b-DNA 

20 well needed, followed by incubation for at least 30 minutes. The test plates with the cells were removed from 
the incubator, and the media was gently removed using the vacuum manifold. 100 }A of Lysis Hybridization 
Buffer with Probes were quickly pipetted into each well of the microtiter plates. The plates were then 
incubated at 55 °C for 15 minutes. Upon removal from die incubator, the plates were placed on die vortex 
mixer with the microtiter adapter head and vortexed on the #2 setting for one minute . 80 /il of the lysate was 

25 removed and added to the bDNA wells containing the Capture Hybridization Buffer, and pipetted up and down 
to mix. The plates were incubated at 53 °C for at least 16 hours. 

On the next day, the second part of die bDNA kit protocol was followed. Specifically, the plates 
were removed from the incubator and placed on the bench to cool for 10 minutes. The volumes of additions 
needed were mkailaryd te*** 1 lt pfr fl fafa""atton proved by the manufacturer. An Amplifier Working Solution 

30 was prepared by making a 1: 100 dilution of the Amplifier Concentrate (20 fin/^1) in AL Hybridization Buffer. 
The hybridization mixture was removed from the plates and washed twice with Wash A. 50 iA of Amplifier 
Working Solution was added to each well and the wells were incubated at 53 °C for 30 minutes. The plates 
were then removed from the incubator and allowed to cool for 1 0 minutes . The Label Probe Working Solution 
was prepared by making a 1 : 1 00 dilution of Label Concentrate (40 pmotes/jd) in AL Hybridization Buffer. 

35 After die 1 0-minute cool-down period, die amplifier hybridization mixture was removed and the plates were 
washed twice with Wash A. 50 of Label Probe Working Solution was added to each well and the wells 
were incubated at 53 °C for 15 minutes. After cooling for 10 minutes, the Substrate was wanned to room 
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temperature. Upon addition of 3 jA of Substrate Enhancer to each ml <tfSobstiato needed for the assay t tte 
plates woe allowed to cool for 10 minutes, die labdhybrkiizationmi^ 

washed twice with Wash A and three times with Wash D. 50 pi of the Substrate Solution with Enhancerwas 
added to each wdL The plates were incubated for 30 minutes at 37*C and RLU was read in an appropriate 

The replicates were averaged and the c^^ The measure of activity 

of the fold increase over the negative amn^ 

by chfmflmninescence units (RLU). The results are considered positive If the raOp^ypcprideeadubitsal least 
a two-fold value over the negative buffer controL Negative control «■ LOO RLU at 1.00% dilution. Positive 
control - 839 RLU at 1.00% dilution. 

ThefollowingPROpolypeptidest PRQ535, PR0826, PR0819, PRO 1 126, 

PRO1160andPRO1387. 

EXAMPLE 135: Inhibitory Activity in Mixed Lvmnhocvte Reaction fMLRl Assay (Assmv 671 

This example shows that one or more of the polypeptides of die invention are active as inhibitors of 
the proliferation of stimulated T4ymphocytes. Compounds which inhibit proliferation of lymphocytes are 
usefol therapeutically where suppression of an immune response is beneficial. 

The basic protocol for this assay is described in Current Protocols in Immunology, unit 3.12; edited 
by J E Coligan, A M Knnsbeek, D H Marglies, B M Shevach, W Strober. National Insitutes of Health* 
Published by John Wiley & Sons, Inc. 

More specifically, in one assay variant, peripheral blood mononuclear cells (PBMC) are isolated from 
mammalian individuals, for example a human volunteer, by Ieukopheresis (one donor will supply stimulator 
PBMCs, the other donor will supply responder PBMCs). If desired, the cells are frozen in fetal bovine serum 
and DMSO after isolation. Frozen cells may be thawed overnight in assay media (37°C, 5% COj) and then 
washed and resuspended to 3x10* cells/ml of assay media (RPMI; 10% fetal bovine serum, 1% 
pefifcuWstrejttoiny^ 1% ghitamine, 1% HEPBS, 1% non-essential amino adds, 1% pyruvate). The 
stimulator PBMCs are prepared by irradiating the cells (about 3000 Rads). 

The assay is prepared by plating in triplicate wells a mixture of: 

100:1 of test sample diluted to 1* or to 0.1%, 

50 :1 of irradiated stimulator cells, and 

50 :1 of responder PBMC cells. 
100 microliters of cell culture media or 100 microliter of CD4-IgG is used as the control. The wells are then 
incubated at 37°C, 5% CC^foMdays. On day 5, each well is pulsed with tritiated thymidine (1.0 mC/well; 
Amersham). After 6 hours the cells are washed 3 times and then the uptake of the label is evaluated. 

In another variant of this assay, PBMCs are isolated from the spleens of BaJb/c mice and C57B6 mice. 
The cells are teased from freshly harvested spleens in assay media (RPMI; 10% fetal bovine serum, 1% 
peiu^lin/streptomycm, 1% glutamine, 1% HEPBS, 1% nonessential amino acids, 1% pyruvate) and the 
PBMCs are isolated by overlaying these cells over Lympholyte M (Organon Teknika), centrifoging at 2000 
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ipm tot 20 minutes, collecting and w ashing the inonocnclear cell layer in assay media and resuspending the 
cells to lxltf cells/ml of assay media. The assay is then conducted as described above* 

Any decreases below control is considered to be a positive result for an inhibitory compound, with 
decreases of less than or equal to 80% being preferred However, any vahie less than control indicates an 
inhibitor y effect for die lest protein. 
5 The following polypeptide tested positive in this assay: PR01114, PR0836, PRO 1159, PR01312, 

PROH92, PROU93 and PR01387. 

EXAMP13 1ft: More? Kite? McsaflKtol Cell Proliferation Assay (Assay 7X\ 
This assay shows that certain polypeptide* of the invent 
10 kidney mesangial ceDs and, therefore* are nsefol for treating kidney disorders associated with decreased 
^ mesangial cell ftmctfcm such as Berger disease or other nephropathies associated with SchfinlehvHcnoch 
purpura, 

ceBae disease, dermatitis herpetiformis or Crohn disease. The assay is performed as follows. On day one, 
mouse kidney mesangial eefls are plated on a 96 well plate in growth media (3:1 mixture of Dulbecco's 

IS modified Eagle's medium and Ham's F12 medium, 95% fetal bovine serum, 5% supplemented with 14 mM 
HEPES) and grown overnight. On day 2, PRO polypeptides are diluted at 2 concentrations^ % and 0.1%) 
in serum-free medium and added to the cells. Control samples are serum-free medium alone. Onday4,20pl 
of die Cell liter 96 Aqueous one solution reagent (Progenia) was added to each well and the coloimetric 
reaction was allowed to proceed for 2 hours. The absorbance (OD) is then measured at 490 nm. A positive 

20 in the assay is anything that gives an absorbance reading which is at least 15% above the control reading. 

The following polypeptide tested positive in this assay: PR0819, PR0813 and PRO1066. 

BXAMPLg 157: PfricvjB c-Fos Induction (Assay 93) 

This assay shows that certain polypeptides of the invention act to induce the expression of c-fos in 

25 pericyte cells and, therefore, are useful not only as diagnostic markers for particular types of pericyte- 
associated tumors but also for giving rise to antagonists which would be expected to be useful for the 
therapeutic treatment of pericyte-associated tumors. Specifically, on day 1, pericytes are received from VEC 
Technologies and all but 5 ml of media is removed from flask. On day 2, the pericytes are trypsinized, 
washed, spun and then plated onto 96 weH plates. On day 7, the media is removed and the pericytes are 

30 treated with 100 jd of PRO polypeptide test samples and controls. (positive control =» DME+5% serum +/- 
PDGP at 500 ng/ml; negative control = protein 32). Replicates are averaged and SD/CV are determined. 
Fold increase over Protein 32 (buffer control) value indicated by chemiluminescence units (RLU) luminometer 
reading verses frequency is plotted on a histogram. Two-fold above Protein 32 value is considered positive for 
die assay. ASY Matrix: Growth media » low glucose DMEM » 20% FBS + IX pen strep + IX fungizone. 

35 Assay Media = low glucose DMEM +5% FBS. 

The following polypeptides tested positive in this assay: PR0943 and PR0819. 
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EXAMPLE ISfc Detection of PRO Polypeptide* That Affect Ghicose or FFA Uptake far Primary Rat 



This assay is designed to determine whether PRO polypeptides show the ability to affect glucose or 
FFA uptake by adqwyte cells. PRO polypeptides testing positive in this assay would be expected to be useful 
for die therapeutic treatment of disorders where either die stimulation or inhibition of glucose uptake by 
5 adipocytes would be beneficial including, for example, obesity, diabetes or hyper- or hypo-insulfaemia. 

in a 96 well format, PRO polypeptides to be assayed are added to primary rat adipocytes, and allowed 
to incubate overnight Samples are taken at 4 and 1 6 hours and assayed for glycenrf. glucose and FF A intake. 
After the 16 hour incubation, ireulfa is added 

a sample is taken and glycerol, glucose and FFA uptake is measured. Media containing insulin without the 
10 PRO polypeptide is used as a positive reference control. As the PRO polypeptide being tested may either 
^ stimahtfeor inhibit glucose and FFA uptake, results are scored as positive fa 
or less than o_5 times the insulin control* 

The following PRO polypeptides tested positive as stimulators of glucose and/or FFA uptake in this 
assay: PRO 1 1 14, PRO1007, PRO1066, PR0848, PROl 182, PROH98, PROl 192, PR01271, PR01375 and 
IS PROB87. 

The following PRO polypeptides tested positive as inhibitors of glucose and/or FFA uptake in this 
assay: PROl 184, PRO1360, PRO1309, PROl 154, PROl 181, PROl 186, PROl 160 and PR01384. 

EXAMPLE 159 : Chondrocyte Re-differentiation Assay (Assay 110) 

20 This assay shows that certain polypeptides of the invention act- to induce ^differentiation of 

chondrocytes, therefore, are expected to be useful for die treatment of various bone and/or cartilage disorders 
such as, for example, sports injuries and arthritis. The assay is performed as follows. Porcine chondrocytes 
are isolated by overnight collagenase digestion of articulary cartilage of metacarpophalangeal joints of 4-6 
month old female pigs. The isolated cells are then seeded at 25,000 cells/cm* in Ham F-12 containing 10% 

25 FBS sod 4 /ig/tal gentamyan. The culture media is changed every third day and the cells are then seeded in 
96 wen plates at 5,000 cells/well in 100/tl of die same media without serum and 100 jd of the test PRO 
polypeptide, 5 nM staurosporin (positive control) or medium alone (negative control) is added to give a final 
volume of 200 pl/well. After 5 days of incubation at 37°C, a picture of each well is taken and the 
differentiation state of the chondrocytes is determined. A positive result in the assay occurs when the 

30 rediffaentiation of the chondrocytes is determined to be more sim^ 
control. 

The following polypeptide tested positive in this assay: PR01282, PRO1310, PR0619, PR0943, 
PRO820,PRO1080, PRO1016, PRO1007, PRO1056. PR0791, PROllll, PR01184, PRO1360, PRO1309, 
PROU07, PROH32, PROU31, PR0848, PROU81, PROU86, PR01159, PR01312, PR01192 and 
35 PR01384. 
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EXAMPIB Iflfc Chondrocyte hsSttsaatkm Am/ (tog ill) 

THs assay is designed to determine Aether PRO polypeptides of the present invention show the 
ability toindnce the prolifeiatkm^ PRO polypeptides testing 

positive m this assay would be expected to be useful far the therapeutic treatment of various bone and/or 
cartilage disorders such as, for example, sports injuries and arthritis* 

5 Porcine chondrocytes are isolated by overnight collagenase digestion of articular cartilage of the 

metacarpophalangeal joint of 4-6 month old female pigs. The isolated cells are then seeded at 25,000 cells/cm* 
in Ham F-12 containing 10% PBS and4/ig/mlgtntamyrin. The culture media is changed every third day and 
the cells are reseeded to 25,000 cells/cro* every five days. On day 12, the cells are seeded in 96 well plates 
at 5,000 cells/well in 100/d of the same media without serum and 100 /d of either senxm-ftee medium (negative 

10 control), staairosporiii (fiml concentration of 5 nM; positive controO or the test PRO polypeptide are added 
# togrveafinaivohimeof^)0|ilAwelL Ato5daysat37^20^of Alamart^UaddedtoeaiA wdl a^ 
the plates are incubated for an additional 3 hours at 3TC. The fluorescence is then measured in each well 
(Bc530 mn; Bm: 590 nm). The fluorescence of a plate containing 200 fd of the serum-free medium is 
measured to ootam tne pacagrounn. a positive result m me assay is ootatnea wnen tne nuaresceace or me 

IS PRO polypeptide treated sample is more like that of the positive control than the negative oontroL 

Hie following PRO polypeptides tested positive in this assay: PRO1310, PR0844, PR01312, 
PR01192andPR01387. 

HKAMPm Induction of Pancreatic B-CeU Precursor Proliferation (Assay 1 17) 

20 This assay shows that certain polypeptides of the invention act to induce an increase in the number 

of pancreatic 0-cell precursor cells and, therefore, are useful for treating various insulin deficient states in 
mammals, including diabetes mcllitus. The assay is performed as follows. The assay uses a primary culture 
of mouse fetal pancreatic cells and the primary readout is an alteration in the expression of markers that 
represent either P-cell precursors or mature {*-cells. Marker expression is measured by real time quantitative 

25 PCR (RTQ-PCR); wherein the marker being evaluated is a transcription factor called Pdxl. 

The pancreata are dissected from E14 embryos (GDI mice). The pancreata are thai digested with 
collagenase/dispase in F12/DMEM at 3TC for 40 to 60 minutes (collagenase/dispase, 1 .37 mg/ml , Boehringer 
Mannheim, #1097113). The digestion is then neutralized with an equal volume of 5 % BSA and the cells are 
washed once with RPMI1640. At day t, the cells are seeded into 12-weil tissue culture plates (pre-coated with 

30 laminin, 20/ig/ml in PBS, Boehringer Mannheim, #124317). Cells from pancreata from 1-2 embryos are 
distributed per well. The culture medium for this primary cuture is 14F/1640. At day 2, die media is removed 
and the attached cells washed with RPMI/1640. Two mis of minimal media are added in addition to the protein 
to be tested. At day 4 , the media is removed and RN A prepared from the cells and marker expression analyzed 
by real time quantitative RT-PCR. A protein is considered to be active in the assay if it increases the expression 

35 of the relevant 0-cell marker as compared to untreated controls. 
14F/1640 is RPMI1640 (Gfoco) phis the following: 
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group A 1:1000 
group B 1:1000 

recombinant human insulin 10 /ig/ml 

Aprotinin (50/ig/mi) 1:2000 (Bochringer manhcim #981532) 

Bovine pituitary extract (BPE) 60/xg/ml 

Gentamydn 100 ng/ml 
Group A :fui 10ml PBS) 

Transferrin, lOOmg (Sigma T2252) 

tyidennal Growth Factor, 100/ig (BRL 100004) 

TUiodotlvnmiiie.lOiil of 5x10* M (Sigma T5516) 

Ethanolanrine, 100/d of 10 1 M (Sigma E0135) 

Phosphoethalamine, 100/d of 10r» M (Sigma P0503) 

Selenium, 4/d of KT 4 M (Acsar #12574) 
Group C : On 10ml 100* ethanoQ 

Hydrocortisone, 2/d of 5X10 4 M (Sigma #H0135) 

Progesterone, 100/d of 1X10* M (Sigma #P6149) 

Fwstolin, 500/d of 2QmM (Calbiochcm #344270) 
Minimal media: 

RPMI 1640 plus transferrin (10 jig/ml), insulin (1 /ig/ml), gentamydn (100 ng/ml), aprotinin (50 
/ig/ml) and BPE (15 /ig/ml). 
Defined media: 

RPMI 1640 phis transferrin (10 /ig/ml), insulin (1 /ig/ml), gentamydn (100 ng/ml) and aprotinin (50 

/ig/ml). 

The following polypeptides tested positive in this assay: PRO1310, PROU88, PROH31 and 
PR01387. 

EXAMPLE 162 : Detection of Polypeptides That Affect Glucose or FPA Uptake in Skeletal Muscle (Assay 
1061 

This assay is designed to determine whether PRO polypeptides show die ability to affect glucose or 
FF A uptake by skeletal musde cells. PRO polypeptides testing positive in this assay would be expected to be 
useful for the therapeutic treatment of disorders where either the stimulation or inhibition of glucose uptake 
by skeletal musde would be beneficial including, for example, diabetes or hyper- or hypo-insulinemia. 

In a 96 well format , PRO polypeptides to be assayed are added to primary rat differentiated skeletal 
muscle, and allowed to incubate overnight. Then fresh media with the PRO polypeptide and +/- insulin are 
added to the wells. The sample media is then monitored to determine ghicose and FFA uptake by the skeletal 
musde cdte. The insulin will stimulate glucose and FFA uptake by the skeletal muscle, and insulin in media 
without the PRO polypeptide is used as a positive control, and a limit for scoring. As the PRO polypeptide 
being tested may either stimulate or inhibit glucose and FFA uptake , results are scored as positive in the assay 
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if greyer than 1.5 times or less than OJS times the insulin control. 

The following PRO polypeptides tested positive as either stimulators or inhibitors of glucose and/or 
FFA uptake in this assay: PR0358, FRO1016, PRO1007, PR0826, PRO1066. PRO1029 and PRO1309. 

EXAMPLE 163: Petal Hemoglobin Induction in an Bnrthroblastic Cell Una f Assay 1071 

This assay is useful for screening PRO polypeptides for the ability to Induce the switch from adult 
hemoglobin to fetal hemoglobin in an erythroblastic cell line. Molecules testing positive in this assay are 
expected to be useful for thcrar^^ disorders such as 

the various thalassemias. The assay b performed as follows. Erythroblastic cells are plated in standard growth 
medium at 1000 cells/well in a 96 well format PRO polypeptides are added to the growth medium at a 
concentration of 0.2% or 2% and the cells are incubated for 5 days at 37°C. As a positive control, cells are 
A treated with 100pM hemin and as a negative control, the cells are untreated. After 5 days, cell fysates are 
prepared and analyzed fog die expression of gamma globin (a fetal maikry). A positive in the assay is a gamma 
glofab level at least 2-fold above the negative controL 

The following polypeptides tested positive in this assay: PROl 1 14, PR0826, PRO1066, PR0844, 
PRO 11 92 and PR01358. 

pyAMPjLB | frfc foductfon, of Iftmcreafo P-Cfll Pre"r$or Piflferentijajgn. ffe32XJ21 

This assay shows that certain polypeptides of fee mvention act to induce differei^ 
P-cell precursor cells into mature pancreatic p-cells and, therefore, are useful for treating various insulin 
deficient states in mammals, including diabetes mellitus. The assay is performed as follows. The assay uses 
a primary culture of mouse fetal pancreatic cells and the primary readout is an alteration in the expression of 
markers that represent either P-cell precursors or mature P-cells. Marker expression is measured by red time 
quantitative PCR (RTQ-PCR); wherein the marker being evaluated is insulin. 

The pancreata are dissected from B14 embryos (CD1 mice). The pancreata are then digested with 
coUagcnase/dispase in P12/DMEM at 37°C for 40 to 60 minutes (collagcnase/dispase, 1 .37 mg/ml, Boehringer 
Mannheim, #1097113). The digestion is then neutralized with an equal volume of 5% BS A and the cells are 
washed once with RPMI1640. At day 1 , the cells are seeded into 1 2-well tissue culture plates (pre-coated with 
laminin, 20/tg/ml in PBS, Boehringer Mannheim, #124317). Cells from pancreata from 1-2 embryos are 
distributed p^weD. The culture meo^ At day 2, the media is removed 

and the attached cells washed with RPMI/1640. Two mb of minimal m^ 

to be tested. At day 4, the media is removed and RNA prepared from the cells and marker expression analyzed 
by real time quantitative RT-PCR. A protein is considered to be active in the assay if it increases the expression 
of the relevant P-cell marker as compared to untreated controls. 
14P/1640 is RPM11640 (Gibco) phis the following: 

group A 1:1000 

groupB 1:1000 

recombinant human insulin 10 pg/ml 
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Aprotmin (50/xg/ml) 1:2000 CBoehringer manheim #981532) 

Bovine pituitary extract (BPB) 60/ig/ml 

Gentamycin 100 ng/ml 
Group A: (in 10ml PBS) 

Transferrin, lOOmg (Sigma T2252) 

Epidermal Growth Factor, 100pg(BRL 100004) 

Triiodothyronine, lOpl of SxlO 4 M (Sigma T5516) 

Bthanolamine, 100/4 of IQ* M (Sigma E0135) 

Pbospttcethalamine, 100/J of 10"* M (Sigma P0503) 

Selenium, 4*d of 10 4 H (Aeaar #12574) 
Group C : (in 10ml 100% ethanol) 

Hydrocortisone. 2fd of 5X10* M (Sigma #H0135) 

Progesterone, lOOpl of 1X10 3 M (Sigma #P6149) 

PorskDlin. 500/d of 20mM (Calbiochem #344270) 

RPMI 1640 phis transferrin (10 jig/ml), insulin (1 Mg/ml), gentamycin (100 ng/ml), aprotinin (SO 
pg/mtt and BPB (15 jig/ml). 
Defined media: 

RPMI 1640 plus transferrin (10 /*g/ml), insulin (1 fig/ml), gentamycin (100 ng/ml) and aprotinin (50 

Mg/ml)a 

The following polypeptides were positive in mis assay: PR01188, PROH32, PROH31 and 
PR01181. 

EXAMPLE m SKtt Vascular ferrne^ility Assay (Assay 64) 

This assay shows that certain polypeptides of the invention stimulate an immune response and induce 
inflammation by inducing mononuclear cell, eosinophil and PMN infiltration at the site of injection of the 
animal. Compounds which stimulate an immune response are useful therapeutically where stimulation of an 
immune response is beneficial. This skin vascular permeability assay is conducted as follows. Hairless guinea 
pigs weighing 350 grams or more are anesthetized with ketamine (75-80 mg/Kg) and 5 mg/Kg xylazine 
imratnusculariy (IM). A sample of purified polypeptide of the invention or a conditioned media test sample 
is mjected intradennally onto 100 /d per injection site. lib possible to have 

about 10-30, preferably about 1 6-24, injection sites per animal. One pi of Evans blue dye (1 % in physiologic 
buffered saline) is injected iittracardially. Blemishes at the injection sites are then measured (mm diameter) 
at 1 hr and 6 hr post injection. Animals were sacrificed at 6 his after injection. Each skin injection site is 
biopsied and fixed in formalin. The skins are then prepared for histopathologic evaluation. Each site is 
evaluated for itaflan^ Sites with visible inflamrnatory cell inflammation are 

scored as positive, mflammatory cells may be neutrophilic, eosinophilic, monocytic or lymphocytic. At least 
a minimal perivascular infiltrate at the injection site is scored as positve, no infiltrate at the site of injection is 
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scored as negative. 

The following polypeptide tested positive in 01$ assay: PRO1007, PR01358 and PR01375. 

EXAMPLE 166: Induction of Endothelial Cell Apoptosi* ffll JSA) (Assay 1091 
The ability of PRO polypeptides to induce apoptosbm endothelial eclb 
5 umbQkal vein endothelial cells (HUVEC, Oefl Systems) using a 96-well format, in 0% scrum media 
suppkmaitedwith lOOng/ml VEGF, 0.1% BSA, lXpenn/strep. A positive result in this assay indicates the 
uscfobess of the polypeptide for therapeutically treating any of a variety of conditions associated with 
qndesbed endothelial cell growth including, to example, the inhibition of tumor growth. The 96- well plates 
used veto manufactured by Falcon (No. 3072). Coating of 96 well plates woe prepared by allowing 

10 geUtfntation to occur for >30 minutes with 100 jd of 0.2% gelatin in PBS solution The gelatin mix was 
A aspirated thoroughly before pl^ 

comaimi^mrdhtm-l(» The cdlswere grown for 24 hours before adding test samples 

containing me rKU poiypepooe oi ungear* 

T6aHweIlM00plof0% serum media (C^ 

IS BSA, IX penn/strep was added. Test samples containing PRO polypeptides were added in triplicate at 
dilutions of 1%, 0.33% and 0.11%. Wells without cells were used as a blank and wells with cells only were 
used as a negative control. As a positive control, 1:3 serial dilutions of 50 Ad of a 3x stock of stanrosporine 
were used. The cells were incubated for 24 to 35 hours prior to ELISA. 

ELISA was used to determine levels of apoptosis preparing solutions according to the Boehringer 

20 Manual [Boehringer, Cell Death Detection ELISA phis, Cat No. 1 920 685]. Sample preparations: 96 well 
plates were spun down at 1 krpm for 10 minutes (200g); the supernatant was removed by tot inversion, 
placing the plate upside down on a paper towel to remove residual liquid. To each well, 200 yX of IX Lysis 
buffer was added and incubation allowed at room temperature for 30 minutes without shaking. The plates were 
spun down for 10 minutes at 1 krpm, and 20 #d of the iysate (cytoplasmic fraction) was transferred into 

25 streptavidin coated MTP. 80/dofinmnnioreagentmk TheMTP 
was covered with adhesive foil and incubated at room tempearature for 2 hours by placing it on an orbital 
shaker (200 rpm). After two hours, the supernatant was removed by suction and the wells rinsed three times 
with250/d of lXincubation buffer per w^ Substrate solution was added (l(X)/d) into 

each well and incubated on an orbital shaker at room temperature at 250 rpm until color development was 

30 sufficient for a photometric analysis (approx. after 10-20 minutes). A 96 well reader was used to read die. 
plates at 405 ran, reference wavelength, 492 ran. The levels obtained for PIN 32 (control buffer) was set to 
100%. Samples with levels > 130% were considered positive for induction of apoptosis. 
The following PRO polypeptides tested positive in this assay: PR0844. 

35 BEAMED W7: Guinea Pig Va**d«r JfifiX Mmv tt) 

This assay is designed to determine whether PRO polypeptides of the present invention show die 
ability to induce vascular permeability. Polypeptides testing positive in this assay are expected to be useful 
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fby fh s ftflapcutic treatment of condit ion s w h i ch would benefit from enhanced vascul ay pcrmcabiliiy incfadhigf 
fixr esKDplOy coodittom which may benefit frwn enhsnccd local imim m o syste m cell infiltration* 

Hairless guinea pigs weighing 350 grams or more were anesthetized with Ketamine (75-80 mg/kg) 
and5mg/kg Xylarinc intramuscularly. Test simples containing the PRO polypeptide or a physiological buffer 
without the test polypeptide are injected into skin cm the back of the test animate with 1M 
intradermal!?. There were approximately 16-24 injection sites per animal. One mi of Evans blue dye (1% 
in PBS) is then injected intracardiac Skin vascular permeability responses to the compounds (i.e. , blemishes 
at the injection sites of injection) are visually scored by measuring the diameter (in mm) of bine-colored leaks 
from die site of injection at 1 v 6 and 24 hours post administration of the test materials. The man diameter of 
blueses* at die site of injection is observed and recorded as well as the severity of the vascular leakage. 
Blemishes of at least 5 mm in diameter are considered positive for the assay when testing purified proteins, 
being indicative of die ability to induce vascular leakage or permeability. A response greater than 7 mm 
diameter is considered positive tor conditioned media samples* Human VEGP at 0.1 //g/100/d isusedasa 
positive control, inducing a response of 4-8 mm diameter. 

The following PRO polypeptides tested positive in this assay :PRO! 155. 

EXAMPLE 168: Mouse Mesemrial Cell Inhibition Assay f Assay 1 141 

This assay is designed to determine whether PRO polypeptides of the present invention show the 
ability to inhibit the proliferation of mouse mesengial cells in culture. PRO polypeptides testing positive in 
this assay would be expected to be useful for the therapeutic treatment of such diseases or conditions where 
inhibition of mesengial cell proliferation would be beneficial such as, for example, cystic renal dysplasia, 
polycystic kidney disease, or other kidney disease assoiciated with abnormal mesengial cell proliferation, renal 
tumors, and the like. 

On day 1 , mouse mesengial cells are plated on a 96 well plate in growth medium (a 3: 1 mixture of 
Duibccco's modified Eagle's medium and Ham's F12 medium, 95%; fetal bovine serum, 5%; supplemented 
with 14mM HEPES) and then are allowed to grow overnight On day 2, the PRO polypeptide is diluted at 2 
different concentrations (1%, 0.1%) in serum-free medium and is added to the cells. The negative control is 
growth medium without added PRO polypeptide. After the cells are allowed to incubate for 48 hours, 20 /d 
of the Cell Titer 96 Aqueous one solution reagent (Promega) is added to each well and the colonnetric reaction 
is allowed to proceed for 2 hours. The absorbance (OD) is then measured at 490 nm A positive in the assay 
is an absorbance reading which is at least 10% above the negative control. 

Hie following PRO polypeptides tested positive in this assay: PROl 192 and PROl 195. 

Example \6p: Jfr Vfrt? Antitumor Assay (Assay 

The antiproliferative activity of various PRO polypeptides was determined in the investigational, 
disease-oriented in vitro anti-cancer drug discovery assay of the National Cancer Institute (NCI), using a 
sulfiwhodamine B (SRB) dye binding assay essentially as described by Skehan et al., * Nflti. fat 
82: 1 107-1 1 12 (1990). The 60 tumor cell lines employed in this study ("the NCI panel"), as well as conditions 
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fcctlgk maintenance ami 

7860991). The puipose of tbis screen is to initially evaluate the cytotora 
compounds against differ 
3(1(0:1-12 [1989D. 

Cells from approximately 60 human tumor cell lines were harvested with trypsin/EDTA (Gibco), 
5 \»*shrtM** t gesuspended fa impm and ***r vfcKniiy was «Hrrmfrifi>, The cell suspensions were added by 
pipet (100 /d. volume) into separate 96-weUnu The cell density for the 6-day incubation was 

less fan for the 2^ incubation to Inoculates were allowed a preincubation period of 

24 boon at 37 # C for stabilization. Dilutions at twice the intended test canccntratkm*^ 
in 100 pL aliquot* to the mkaotiter plate wells (1:2 dilution). Test compounds were evaluated at five half-log 
10 dilutions (1000 to 100,000-fold). Incubations took placefetwod^aiklsixdaysina5*COiatmosi^ 
and 100% humidity. 

After incubatktt, the medium was icn^ 
add*40*C The plates were rinsed five times wto 

nd of 0*4% sulfixfaodamine B dye (Sigma) dissolved in IX acetic add, rinsed four times with IX acetic add 
IS to remove unbound dye, dried, and the stain was extracted for five minutes with 0.1 ml of 10 mM Tris base 

[trisQydmxyme%l)aminamethane] > pH 10.5. The ahsortnnce (OD) of sulfoihodamine B at 492 nm was 

measured using a computer-interfiled, 96-well microtitei plate reader. 

A test sample is considered positive if it shows at least 50 % growth inhibitory effect at one or more 

concentrations. The results are shown in the following table, where the abbreviations are as follows: 
20 NSCL = non-small cell lung carcinoma 

CNS = central nervous system 



Table 7 
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Test comnoui 


jA Concentration 


Days 




Tvoe Cell Line 








Resignation 


PRO1016 


0.1 nM 


2 


Leukemia 


K-568 


PRO1016 


0.1 nM 


2 


Leukemia 


MOLT-4 


PRO10I6 


0.1 nM 


2 




RPMI-8226 


PRO1016 


0.1 nM 


2 


NSCL 


A549/ATCC 


PRO1016 


0.1 nM 


2 


NSCL 


BKVX 


PROI016 


0.1 nM 


2 


NSCL 


NC1-H23 


PRO1016 


0.1 nM 


2 


" NSCL 


NCI-H522 


PRO1016 


0.1 nM 


2 


Colon 


KM-12 


PRO1016 


0.1 nM 


2 


CNS 


SF-295 


PRO1016 


0.1 nM 


2 


Melanoma 


SK-MEL-5 


PRO1016 


0.1 nM 


2 


Melanoma 


UACC-257 


PRO1016 


0.1 nM 


2 


Ovarian 


OVCAR-3 


PRO1016 


0.1 nM 


2. 


Ovarian 


OVCAR-4 


PRO1016 


0.1 nM 


2 


Breast 


Nd/SDR-RES 


PRO1016 


0.1 nM 


2 


Breast 


T-47D 


PRO1016 


0.1 nM 


6 




CCRP-CBM 


PRO1016 


0.1 nM 


6 


1 eukemia 


K-562 
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TOtSUBUWA Concentration 



PRO1016 


0 1 nM 




U»l DM 


rnviviv 


ft 1 nM 


ITHMiUlQ 


A 1 nM 
U*l DM 




A 1 nil 
U.I OM 


rKUIOlO 


A 1 nil 

U.I DM 


rKUJOlo 


u.i nM 


FK01O16 


A 1 ..if 

0.1 nM 


FROIOlo 


0.1 nM 


PRO1016 


A 4 m M 

0.1 nM 


PR0IO16 


0.1 nM 


FROIOlo 


0.1 nM 


FROIOlo 


A 1 m * 

0*1 nM 


FROIOlo 


0.1 nM 


FROIOlo 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


PRO1016 


0.1 nM 


FROIOlo 


A t .If 

0.1 nM 


ddsvi ai jc 
rKUIOlo 


0.1 nM 


PRO1016 


0.1 nM 


PROI016 


0.1 nM 


PRO1016 


0.1 nM 


PR01186 


95 nM 


imnfiiK 


YD DM 


\aS\J\ lOv 


9 9 nM 


PROH86 


114 nM 


PROU86 


114 nM 


PROH86 


114 nM 


PR01L86 


114 nM 


PR01I86 


114 nM 


PR01186 


114 nM 


PROH86 


114 nM 



Days 


TmnAr Cell Line Tvoe 


Cell Line 




nfeftioiutiofi 


6 


1 ifllnTttlH 


MOLT-4 


6 


LBPfamni 


ppmijtoa 


6 


NSCL 


A540/ATDC 


6 


MCPI 


tnrvY 


V 


NSCL 




6 

w 






o 






o 




KJCLUAATb 


o 




KM""! UCM 

rxm-rijzz 


0 


wWOO 


AAt AOM 


O 


XJOaXSak 


/ hji» ttK 
Wll-LlO 


o 




HCT-13 


o 


/Vim. 

UOKju 


ipp An 

HT-2y 


< 

o 


colon 


en/ fC*A 


it 

o 






< 




SF-539 


o 


nun 
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6 


Melanoma 
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6 


Melanoma 
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Ovarian 


OVCAR-3 


6 
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PC-3 


6 


Breast 


MCF-7 


o 


Breast 


NCI/ADR-RES 


O 


Breast 


MUA-MB-231 


O 


Breast 




O 


Breast 


MLIA-1N 


jC 






/; 
u 






2 


NSCL 




2 


Colon 


Colo^H 




Breast 


MDA-N 


2 


NSCL 


NCI.H322M 


2 


CNS 


SF-268* SF-539 
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IOF0V1 
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78^0; SN12C; TK- 






10 


6 


Leukemia 


MOLT-4; RPMI- 






8226 
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LOXIMVI 


6 


Ovarian 


OVCAR-4; SK-OV- 
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TaMcTfcpnf) 



Ifatflaggaad Concentration 



Dsn 



Dcslprwtton 
Breast MDA-MB-435; T- 

47D 



P80U86 



114 nM 



5 



PRO 1186 
PROI186 
PROU86 
PROU86 
FROU86 
PROI186 
FROU86 



8.I0M 
8.1 nM 
8.1nM 
8.1 nM 
15.4 nM 
3.6 nM 
3.6 nM 



6 
6 
6 
6 
6 
2 
6 
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The results of these assays demonstrate that the positive testing PRO polypeptides are useful for 
inhibiting neoplastic growth in a number of different tumor cell types and may be used therapeutically 
15 * therefor.. Antibodies against these PRO polypeptides are useful for affinity purification of these useful 
* polypeptides. Nucleic acids encoding these PRO polypeptides are useful for the recombinart preparation of 
these polypeptid es ■ 

EXAMPLE 170: Gene Ampliation in -Jfr^ffl 

20 This example shows that certain PRO pofypeptide-encoding genes arc amplified in the genome of 

certain human lung, colon and/or bieast cancers and/or cell lines. Amplification is ff^yim^f with 
overapresskm of the gene product, indicating that die polypeptides are useful targets for therapeutic 
intervention in certain cancers such as colon, lung, breast and other cancers and diagnostic determination of 
the presence of those cancers. Therapeutic agents may take the form of antagonists of die PRO polypeptide, 

25 for example, murine-human chimeric, humanized or human antibodies against a PRO polypeptide. 

The starting material for the screen was genomic DNA isolated from a variety cancers. The DNA 
is quantitated precisely, e.g., fiuorometrically. As a negative control, DNA was isolated from the cells often 
normal healthy individuals which was pooled and used as assay controls for the gene copy in healthy 
individuals (not shown). The 5* nuclease assay (for example, TaqMan™) and real-time quantitative PGR (for 

30 example, ABI Prizm 7700 Sequence Detection System™ (Perkin Elmer, Applied Biosystems Division, Foster 
City, CA)), were used to find genes potentially amplified in certain cancers. The results were used to 
determine whether the DNA encoding the PRO polypeptide is over-represented in any of die primary lung or 
colon cancers or cancer cell lines or breast cancer cell lines that were screened. The primary lung cancers 
were obtained from individuals with tumors of die type and stage as indicated in Table 8. An explanation of 

35 die abbreviations used for the designation of the primary tumors listed in Table 8 and die primary tumors and 
cell lines referred to throughout this example are given below. 

The results of die TaqMan™ are reported in delta (A) Ct units. One unit corresponds to 1 PCR cycle 
or approximately a 2-fold amplification relative to normal, two units corresponds to 4-fold, 3 units to 8-fold 
amplification and so on. Quantitation was obtained using primers and a TaqMan™ fluorescent probe derived 

40 from the PRO polypeptidVencoding gene. Regions of the PRO polypeptidVencoding gene which are most 
likely to contain unique nucleic acid sequences and which are least likely to have spliced out introns are 
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preferred for the primer and probe derivation, eg., 3'-untransiated region*. The sequences for the primers 
and proba (forward, reverse and probe) used for the PRO polypeptide geno amplification analysis were as 
foikm: 

PBQEM<DNA3^^im 
33680.tm.p: 

r-OCAOCAATGGCAGCXXXACCT-}' . (SEQ ID NO:428) 

5'<2ACnXXX^CCXnXKXA-3' (SEQ ID NCk429) 



(SEQ ID NO:430) 



5*<CAAAAAGOCTGGAAGrCTTCAAAC-3' 



HKmi/DWAMMtUll^ 



5'-CAGCTGGACTGCAGGTGCTA-3' 



5 '-<j^GTGAGCACAGCAAGTGTCCT-3 ' 



5 , ■GGa^CCTCX^TGAGTCTTCAGTTCCC^-3• 



(SEQ ID NO:431) 
(SEQ ID NO:432) 
(SEQ ID NO:433) 



PRQS^/DNA49143-142^r 

4?143,Pn,fi: 

S'-CAACTACTGGCTAAAGCTGGTGAA 3' 
49143.tm.rl: 

5 * ^CITTCTGrAT AGGTGATACCCAATGA-3 ' 
49143.tm.pl-. 

5'-TGG<XATCCCTACCAGAGGCAAAA-3' 



(SEQIDNO:434) 
(SEQ ID NO:435) 
(SEQ ID NO:436) 



PRO^?(PNA4982H$<«i: 

5 ' <TTGAAG ACGACGCGGATTACTA-3 ' 
49821.lm.rl: 

5 ' -GGCAG AAATGGG AGGCAGA-3 ' 
49821.tm.pl! 

5 ' -TGCTCTGTTGGCTACGGCTTTAGTCCCTAG-3 ' 



(SEQ ID NO:437) 
(SEQ ID NO:438) 
(SEQ ID NO:439) 



6-13381 : 



5'-AGCAGCAGCCATGTAGAATGAA-3' 



(SEQ ID NO:440) 
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5*-AATACX3AACAGTGCACGCTQAT-3' 
5'-TOCAQAGAGCCAAGCACGGCAGA-3' • 

5 wmwhsss&imi 

5686fi.tm.fl: 

5'-TCTAGCCAGCTTGGCTCCAATA-3' 

5'-O^GGCTCTAGC^CX^CrCATA-3' 
10 568ftLtmn1- 

, 5'-TCAGTGGCCCTAAGGAGATGGGCCT-3' 
59839.tm.fi: 

15 5*-CAGGATACAOTGGQAATCTTQAGA-3 ' 
59839.tm.rl: 

5'-OCraAAGGGCTTGGAGCTTAGT-3' 
S9839.tm.pl: 

5 , -TCrIT^GGCC^TTTCCCATGGCTCA-3• 

20 

PRQ943fl>NAS2192-l3<»l- 
52192.tm.fi: 

5'-GGCATGGCGAGGAGGAAT-3' 
52192.tm.rl: 
25 S'-TOan-ACGTGTGCCTTCAG-S* 
52192tm.pl: 

S'^GCACCCrAGGCAGTCTGTGTGT 3' 
fyp^(PNA577(ffi-l4»): 

30 ms&ssJLt 

5 ' - AACOTGCTACACGACCAQTGTACT-3 ' 
57708.tm.rl : 

5 ' -CAC AGCATATTCAGATGACTAAATCCA-3 ' 
57708.tm.pl: 

35 5 ^TT0TTTAGTTCTCCACX:GTOTC^CCACAOAA-3• 
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(SEQIDNO:441) 
(SEQIDNO:442) 

(SEQ ID NO:443) 
(SEQ ID NO:444) 
(SEQ ID NO:445) 

(SEQ ID NO:446) 
(SEQ ID NCh447) 
(SEQ ID NO:448) 

(SEQ ID NO:449) 
(SEQ ID NO:450) 
(SEQ ID NO:451) 

(SEQ ID NO:452) 
(SEQ ID NO:453) 
(SEQ ID NO:454) 
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57129.tm.fi: 

5 , -T(^tAQAA^XX^OCTGGCTT-3 , 

5*-TOATGTGCCTGGCTCAOAAC-3' 
57129.tm.pl: 

5*-TGC^CCTAGATGTCCCCAGCACCC-3' 



(SEQ ID NO:455) 
(SEQ ID NO:456) 
(SEQIDNO:457) 



10 



15 



20 



rR01«r7fPWA»841-l4«); 
s^l.EMi; 

S'-AAGATGCGOCAGOCTTCTTA-S' 
SSS&LSBLSh 

S'<T(X^GTAOGG1XnXX^GACITAT-3' 



5'-TGGCTGTCAGTCCAGTGTGCATGG-3' 



(SEQ ID NO:458) 
<SEQIDNO:459) 
(SEQ ID NO.460) 



PRO1107 mNA59606-U7n : 
59606.tm.fl: 

5*-GCATAGGGATAOATAAGATCCTGCnTAT-3 ' 

fflflfeaajl; 

5 '-CAAATTAAAGTACCCATCAGGAGAGAA-3 ' 
S9ffXMm.pl; 

5 , -AAGTTGCTAAATATATACATTATCTGCGCCAAGTOCA-3 , (SEQ ID NO:463) 



(SEQ ID NO:461) 
(SEQ ID NO:462) 



PROllll mNA58721-1475^ : 
25 58721.tm.fl: 

S'-GTGCTGCCCACAATTCATGA-S' 

SSBlmih 

5 , -G^«^^tKr^ATGGGTCTGAATTATAT-3 , 

SBQIMali 

30 5 , -AC^t^t^GCACC(XACAGTCACCACTATCTC-3 , 



(SEQ ID NO.-464) 
(SEQ ID NO:465 
(SEQ ID NO:466) 



35 



PROU53 (DNA59842-1502); 
S9842,tm,fl; 

5 '<TIXj^GGAACCAG(XlATGTCTCT-3 ' 
39842.tm.rl: 

5 ' -G ACCAGATGCAGGTACAGG ATG A-3 ' 



(SEQD>NO:467) 
(SEQ ID NO:468) 
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598ttJm.pl: 

3•-CTGtXXX^TCAGTGATGOCAACXT^.3 , 

SMSmSL 
5 S'-OGGTGQA0GC1€ACrQA0TAQA-3' 
59848.tm.rl: 

y-CAATACAGGTAATOAAAClCmcriUlT-3' 
59848.tm.pl: 

5 , -TCClCITAAGCATAGGCXIATTTTCTCAGTTTAGACA-3 , 

10 

y^GcmxyicrwKTro o iciCAc.y 

59220. tm.rl: 
15 5'-OCmtXiri<JAGCAACATGAC-3' 
59220.tm.yl: 

y-ACCOCCTACCGCTGTGCCCA-y 

PROHgTmNA62876.151'n ; 
20 62876.tm.fl: 

S'-CAOTAAAACCACAGGCTGOATTT-S* 
62876.tm.rl: 

5 '-CCTGAGAGCAAGAAGGTTGAGAAT-3 1 

25 5'-TAGACAGGGACCATGGCCCGCA-3' 

PRQ1281 iPNAS9820.1S4<n ; 
S9820.tm.fl: 

5'-TGGGCnn'AGAAGAGTTGTTG-3' 
30 59820.tm.rl: 

S'-TCCA^CTrcGC^CnTrATr 
59820.tm.pl: 

5'^CCMCTTCTCCCTnTGGACCCT-3' 

35 PRQH»2(DNA577Q2-1476>; 
57702.tm.fl 

5'43TCCCTrCACTGTTTAGAGCATGA-3' 



PCT/US00/08439 
(SEQ ID NO:469) 

(SEQIDNO:470) 
(SEQ ID NO:471) 
(SEQ ID NO:472) 

(SEQ ID NCh473) 
(SEQ ID NO:474) 
(SEQ ID NO:475) 

(SEQ ID NO.-476) 
(SEQ ID NO:477) 
(SEQ ID NO:478) 

(SEQ ID NO:479) 
(SEQ ID NO:480) 
(SEQ ID NO:481) 

(SEQ ID NO.-482) 
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10 



57702.tm.pl 

S^ACTCKXXXXriCAACAGCCTOCnXJAO-y 



5'-<7rGGTCAGGGCAGATCCTTT-3' 
lttt>tlgSiT>NA62gg1-13iSfc 
5'-ACAGATCCAGOAOAGACTCCACA -3' 
5*-ACCXXXXXnXXXAGCCTaAAT -3* 

SSSSUajh 

5'-CATQATTGGTOCTCAGTTCCATC -3' 



(SEQIDNO:483) 
(SEQIDNO:484) 



(SEQIDNO:485) 
(SEQIDNO:486) 
(SEQ ID NO:487) 



648g4.lm.fl: 

15 S'-ATAGAGGGCTCCCAGAAGTG -3' (SEQ ID NO:488) 

frWRtnvpl; 

5'-<l\GGGCCTTCAGGGCCTTCAC-3' (SEQ ID NO:489) 

64gg4.im.rl: 

S'-GCTCAGCCAAACACTOTCA-a' (SEQ ID NO.490) 

20 64gg4.tm.O: 

5*-GGGGCCCTGACAGTQTT -3' (SEQ ID NO:491) 

64884,^3; 

5 ' -CIXIAGCCGAG ACTGG AGCATCTACAC-3 ' (SEQ ID NO:492) 

64884.tm.i2: 

25 S'-GTGGGCAGCGTCTTGTC-S' (SEQ ID NO:493) 

The 5' nuclease assay reaction is a fluorescent PCR-based technique which' makes use of the 5' 
exonuclease activity of Taq DNA polymerase enzyme to monitor amplification in teal time. Two 
oligonucleotide primers (forward [.f] and reverse [.rj) are used to generate an amplicon typical of a PCR 
reaction. A third oligonucleotide, or probe (.p), is designed to detect nucleotide sequence located between the 

30 two PCR primers. The probe is non-extendible by Taq DNA polymerase enzyme, and is labeled with a 
reporter fluorescent dye and a quencher fluorescent dye. Any laser-induced emission from (he reporter dye 
is quenched by the quenching dye when the two dyes are located close together as they are on the probe. 
During the amplification reaction, the Taq DNA polymerase enzyme cleaves the probe in a template-dependent 
manner. The resultant probe fragments disassociate in solution, and signal from the released reporter dye is 

35 free from the quenching effect of the second fluorophore. One molecule of reporter dye is liberated for each 
new molecule synthesized, and detection of the unquenched reporter dye provides the basis for quantitative 
interpretation of the data. 
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The 5* nuclease procedure fa run on* real-time quantitative PGR device such as the ABI Prism 
7700TM Sequence Detection. The system consists of a thermocycler, laser, charge-coupled device (CCD) 
camera and computer. The system amplifies samples in a 96-well format on a thermometer. During 
amplification, laser-induced fluorescent signal is collected in real-time through fiber optics cables for all 96 
wells, and detected at the CCD. The system includes software for running the instrument and for analyzing 
thedsta. 

5 a Nuclease assay data are initially expressed as Ct, or the threshold cycle. This is defined as the 
cycle at which the reporter signal accumulates above the background level of fluorescence. The ACt values 
are used as quantitative measurement of the relative rwmber of starting copies of a paitkuto 
in a nucleic acid sample when comparing cancer DNA results to normal human DNA results. 

Tabte 8 describes the stage, T stage and N stag 
die FRO polypeptide compounds of the invention. 
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Table 8 

Primanf II m Colon Tvmt Profile ' 





Stape 






BB StapeT Stafe N Staya 


Human hmg tumor AdenoCa (SRCC724) [LT1] 


UA 






n 


Nl 


Human bog tumor SqCCa (SRCC725) [LT1 a] 


HB 






T3 


NO 


Hunan hmg tumor AdenoCa (SRCC726) UJI2] 


m 






T2 


NO 


Human hmg tumor AdenoCa (SRCC727) [LT3] 


mA 






n 


N2 


Human hmg tumor AdenoCa (SRCC728) [LT4] 


IB 






T2 


NO 


Human hmg tumor SqCCa (SRCC729) [LT6] 


IB 






T2 


NO 


Human hmg tumor Aden/SqCCa (SRCC730) [LT7] IA 






Tl 


NO 


Human hmg tumor AdenoCa (SRCC73 1) [LT9] 


IB 






T2 


NO 


Human hmg tumor SqCCa (SRCC732) [LT10] 


HB 






T2 


Nl 


Human tang tumor SqCCa (SRCC733) [LT11] 


UA 






Tl 


Nl 


Human hmg tumor AdenoCa (SRCC734) [LT1 2] 


IV 






T2 


NO 


Human hmg tumor AdenoSqCCa (SRCC735)QLT13]IB 






T2 


NO 


Human hmg tumor SqCCa (SRCC736) [LT15] 


IB 






T2 


NO 


Human hmg tnmor SqCCa (SRCC737) [LT16J 


IB 






12 


NO 


Hum» hmg tumor SqCCa (SRCC738) [LT17] 


HB 






T2 


Nl 


Human famg tumor SqCCa (SRCC739) [LT18] 


m 






12 


NO 


Human hmg tumor SqCCa (SRCC740) [LT19J 


m 






12 


NO 


Human hmg tumor LOCa (SRCC741) [LT21J 


DB 






13 


Nl 


Human hmg AdenoCa (SRCC811) [LT22] 


1A 






Tl 


NO 


Human colon AdenoCa (SRCC742) [CT2] 




Ml 


D 


pT4 


NO 


Human coton AdenoCa (SRCC743) [CT3J 






B 


pT3 


NO 


Human colon AdenoCa (SRCC744) [CT8] 






B 


T3 


NO 


Human colon AdenoCa (SRCC745) [CT10J 






A 


pT2 


NO 


Human coton AdenoCa (SRCC746) [CT12] 




MO.R1 


B 


T3 


NO 


Human colon AdenoCa (SRCC747) [CT14] 




pMO, RO 


B 


pT3 


pNO 


Human colon AdenoCa (SRCC74S) [CT15] 




M1.R2 


D 


14 




Human coton AdenoCa (SRCC749) [CT16] 




pMO 


B 


pT3 


pNO 


Human colon AdenoCa (SRCC750) [CT17] 






CI 


pT3 


pNl 


Human colon AdenoCa (SRCC751) [CT1] 




MO, Rl 


B 


pT3 


NO 


Human colon AdenoCa (SRCC752) [CT4] 






B 


pT3 


MO 


Human colon AdenoCa (SRCC753) [CT5] 




G2 


CI 


pT3 


pNO 


Human colon AdenoCa (SRCC754) [CT6] 




pMO, RO 


B 


pT3 


pNO 


Human colon AdenoCa (SRCC755) [CT7] 




Gl 


A 


pT2 


pNO 


Human colon AdenoCa (SRCC756) [CT9] 




G3. 


D 


pT4 


pN2 


Human colon AdenoCa (SRCC757) [CT11] 






B 


T3 


NO 


Human coton AdenoCa (SRCC758) [CT18] 




MO.RO 


B 


pT3 


pNO 


DNA Preparation 













DNA was prepared from cultured cell lines, primary tumors, normal human blood. The isolation was 
performed using purification kit, buffer sec and protease and aUftomQiiagen, a 
instructions and the description betow. 

Cell culture lysis: 

Cells were washed and trypsinized at a concentration of 7.5 x 10* per tip and pelleted by centrifuging 
at 1000 rpm for 5 minutes at 4°C, followed by washing again with 1/2 volume of PBS recentrifugatton. The 
pellets were washed a third time, the suspended cells collected and washed 2x with PBS . The cells were then 
suspended into 10 ml PBS. Buffer CI was equilibrated at 4°C. Qiagen protease 119155 was diluted into 6.25 
ml cold ddHjO to a final concentration of 20 mg/ral and equilibrated at 4°C. 10 ml of G2 Buffer was prepared 
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by dOuring Qiagen RNAse A stock ( 1 00 mg/ml) to a final conccntratkm of 200 Mg/ml . 

Buffer CI (10 ml, 4°0 and ddH20 (40 ml, 4-Q were then added to the 10 ml of cell suspension, 
mixed by inverting and incubated on ice for 10 minutes. The cell nuclei were pelleted by cenirifoging in a 
Becfanan swinging bucket rotor at 2500 rpm at 4°C for 15 minutes. The supernatant was discarded and the 
nuclei were suspended with a vortex into 2 ml Buffer CI (at 4°Q and 6 ml ddHjO, Mowed by a second 4°C 
cenrrifogation at 2500 rpm for 15 minutes. The nuclei wore thenresuspended into tho residual buffer using 
200 /d per tip. G2 buffer (10 ml) was added to the suspended nuclei while gentle vortexing was applied. 
Upon completion of buffer addition, vigorous vortexing was applied for 30 seconds. Quiagen protease (200 
/4* prepared as indicated above) was added and incubated at 50°C for 60 minutes. The incubation and 
centrifagatkm was repeated 
at 3000 x g for 10 min. , 4°C). 

Solid hwnan tumor sample preparation and fysisi 

Tumor samples were weighed and placed into 50 ml conical tubes and held on ice* Processing was 
Heated to no more than 250 mg tissue per preparation (I tip/prepa r a tion) . The protease solution was freshly 
prepared by diluting into 6.25 ml cold ddHjO to a final cozranratkm of 20 mg/ml and stored at 4*0. G2 
buffer (20 ml) was prepared by diluting DNAse A to a final concentration of 200 mg/ml (from 100 mg/ml 
stock). The tumor tissue was homogenated in 19 ml G2 buffer for 60 seconds using die large tip of the 
polytron in * laminar-flow TC hood in order to avoid inhalation of aerosols, and held at room temperature. 
Between samples, the porytron was cleaned by ginning at 2 x 30 seconds each in 2LddH 1 0 > followed by G2 
buffer (50 ml). If tissue was still present on the generator tip, the apparatus was disassembled and cleaned. 

Quiagen protease (prepared as indicated above* 1.0 ml) was added, followed by vortexing and 
incubation at 50°C for 3 hours. The incubation and centrirugation was repeated until the lysates were clear 
(e.g., incubating additional 30-60 minutes, pelleting at 3000 x g for 10 rain., 4°Q. 

Hwnan blood preparation and lysis: 

Blood was drawn from healthy volunteers using standard infectious agent protocols and citrated into 
10 ml samples per tip. Quiagen protease was freshly prepared by dilution into 6.25 ml cold ddHjO to a final 
concentration of 20 mg/ml and stored at 4°C. G2 buffer was prepared by diluting RNAse A to a final 
concentration of 200 /ig/ml from 100 mg/ml stock. The blood (10 ml) was placed into a 50 ml conical tube 
and 10 ml CI buffer and 30 ml ddHjO (both previously equilibrated to 4°C) were added, and the components 
mixed by inverting and held on The nuclei were pelleted with a Beckman swinging bucket 

rotor at 2500 rpm, 4°C for 15 minutes and the supernatant discarded. With a vorte*, die nuclei were 
suspended into 2 ml CI buffer (4°Q and 6 ml ddH 2 0 (4°Q . Vortexing was repeated until foe pellet was white . 
The nuclei were then suspended into the residual buffer using a 200 fit tip. G2 buffer (10 ml) were added to 
the suspended nuclei while gently vortexing, followed by vigorous vortexing for 30 seconds. Quiagen protease 
was added 000 /*1) and incubated at 50°C for 60 minutes. The inctibatio^ 

the lysates were clear (e.g., incubating additkmal 30-60 minutes, pelleting at 3000 x g for 10 min., 4°C). 
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Purification cf cleared fysates: 
(1) Isolation of genomic DNA: 

Genomic DNA was equilibrated (1 sample per maxi tip preparation) with 10 mi QBT buffer. QF 
dusk* baffler was equilibrated at 50°C. The samples were vortexed for 30 seconds, then loaded onto 
equflforated dps and drained by gravity. The tips were washed with 2 x 15 mi QC buffer. The DNA was 
ehitediito30ndaaanized^ Isopropanol (10.5 

ml) was added to each sample, the tubes covend with panfo and mixed by repeated 
P«^ated. San^les were pelleted tycentrifog^ 

The pellet locatkm was marked^ ^ Samples 
were pelleted again by centrifogation on the SS-34 rotor at 10,000 ipm for 10 minutes at 4°C Tho pellet 
location was marked and the supernatant discarded. The tubes were then placed on their side in a dryingrack 
h and dried 10 minutes at 37^ taking 

After drying, die pellets were dissolved into 1.0 ml TB (pH 8J) and placed at 5TC for 1-2 hours. 
Sanjte were held overnight The DNA solution was then transferred to 1.5 

ml tt^ with a 26 gmige needle on a tuberculin syr^ The transfer was repeated 5x border to shear the 
DNA. Samples were then placed at 50TC for 1-2 hours. 

C2) Quantitation of gamfc n NA ft"d p^ntion for gfflfi amplification 

The DNA levels in each tube were quantified by standard spectrophotometry on a 1:20 

dilution (5 /d DNA + 95 /d ddH/>) using the 0.1 ml quartz cuvetts in die Beckman DU640 
spectrophotometer. A^/A^ratios were in die range of 1.8-1.9. Each DNA samples was then diluted further 
to approximately 200 ng/ml in TE (pH 8.5). If the original material was highly concentrated (about 700 
ng//d), the material was placed at 50°C for several hours until resuspended. 

Fluorometric DNA quantitation was then performed on die diluted material (20-600 ng/ml) using the 
manufacturer's guidelines as modified below. This was accomplished by allowing a Hoeffer DyNA Quant 200 
fluwometer to warm^ for about 15 minutes. The Hoechst dye working solution (#H33258, 10 ^ prepared 
within 12 hours of use) was diluted into 100 ml 1 x TNB buffer. A 2 ml cuvette was filled with the 
fluorometer solution, placed into die machine, and the machine was zeroed. pGEM 3Zff+) (2 jd. lot 
#360851026) was added to 2 ml of fluorometer solution and calibrated at 200 units. An additional 2jdof 
pGEM 3Zf(+) DNA was then tested and the reading confirmed at 400 +/- 10 units. Each sample was then 
read at least in triplicate. When 3 samples were found to be within 10% ofeach other, their average was taken 
and this value was used as the quantification value. 

The fluorometricly determined concentration was thai used to dilute each sample to 10 ng//d in 
ddH 2 0. This was done simultaneously on all template samples for a single TaqMan plate assay, and with 
enough material to run 50O-1000 assays. The samples were tested in triplicate with Taqman™ primers and 
probe both B-actin and GAPDH on a single plate with normal human DNA and no-template controls. The 
diluted sanqto were used provided 

+/-lCt. The diluted, lot-qualified genomic Aliquots which 

were subsequentiy to be used in the gene amplification amy were Bach 1 ml aliquot is enough 
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for 84 plates or 64 teste. 

Gent amplificction assay: 

TteraO polypeptide a * 
the resulting AQ values greater than or equal to 1.0 are reported in Tables 9A-C below. 
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TaMc9C 

ACl values fa lung and colon nrhnarv rnmora and cell jfflgjBa&b 

Primary PR01182 FB01184 FRC11B7 PR01281 



LT-1 1.81 - _ - 

LT-U — t.U - — 

LT4 1.43 1.37 - - 

1.1ft 

LT* - 1.78 _ _ 

1.66 
IM 

LT9 1.43 — — _ 

LT» — X47 1.17 — 

Ml 

UO 

LT15 - 1J3 - 

LT16 — 1.01 133 — 

LT17 — — — _ 

tT18 — 1.07 — _ 

1.13 

1-T19 — 1.19 — — 

1.35 
1.02 

LT21 —1.00 — — 

1.20 

CT2 — ■ - - us 

CT12 ~ - - 1.07 
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Because amplification of the various DNAs described above occun to vui» 
tumor cell lines derived from various human tissues, these molecules likely play a significant rolo in tumor 
formation and/or growth. As a result, amplification and/or enhanced expression of these molecules can serve 
as a diag n ostic for detecting the presence of tumor in an individual and antagonists (e.g. , antibodies) directed 
agafast the proteim encoded ty 
5 therapy, 

KYAMPf J3 171* Mentifl^tfon ftf fteccptrrf/Ugand Interactions 

In this assay , various PRO polypeptides are tested for ability to bind to a 
molecules for the purpose of identifying receptor/ligand interactions. The identification of a ligand for a 
10 known receptor, a receptor for a known ligand or a novel receptor/ligand pair is useful for a variety of 
^ irrikations including, for example, targeting bkxactrve molecules (linked to the ligand or receptor) to a cell 
lawwn to express the recent 

ligandor receptor in a comp os i tion suspected of containi ng the same, wherein the co mp o siti o n may comprise 
cells suspected of expressing die ligand or receptor, modulating the growth of or another biological or 

15 mmnmfttftgical activity of* ctdlknmra to esrm^ modulating the tamnme 

response of cells or toward cells dial express die receptor or ligand, allowing the preparaion of agonists, 
a n t ag o nis ts and/or antibodies directed against the receptor or ligand which will ™wtpiq ft» the growth of or a 
biological or immunological activity of a cell expressing the receptor or ligand, and various other indications 
which will be readily apparent to die ordinarily skilled artisan. 

20 The assay is performed as follows. A PRO polypeptide of the present invention suspected of being 

a ligand for a receptor is expressed as a fusion protein containing the Fc domain of human IgQ (an 
immunoadhesin). Receptor/ligand binding is detected by allowing interaction of the immunoadhesin 
polypeptide with cells (e.g. Cos cells) expressing candidate PRO polypeptide receptors and visualization of 
bound immunoadhesin with fluorescent reagents directed toward the Fc fusion domain and examination by 

25 microscope. Cells expressing candidate receptors are produced by transient transfection* in parallel, of defined 
subsets of a library of cDNA expression vectors encoding PRO polypeptides that may function as receptor 
molecules. Cells are then incubated for 1 hour in die presence of the PRO polypeptide immunoadhesin being 
tested for possible receptor binding. The cells are then washed and fixed with paraformaldehyde. The cells 
are then incubated with fluorescent conjugated antibody directed against the Fc portion of the PRO polypeptide 

30 immunoadhesin (e.g. PTFC conjugated goat anti-human-Fc antibody). The cells are then washed again and 
examined by microscope. A positive interaction is judged by the presence of fluoresced labeling of cells 
transfected with cDNA encoding a particular PRO polypeptide receptor or pool of receptors and an absence 
of similar fluorescent labeling of similarly prepared cells that have been transfected with other cDN A or pools 
ofcDNA. If a defined pool of cDNA expression vectors is judged to be positive for interaction with a PRO 

35 polypeptide immunoadhesin, the individual cDNA species that comprise the pool are tested individually (the 
pool is "broken down") to detennine the specific cDNA that encodes a receptor able to interact with the PRO 
polypeptide immunoadhesin. 
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fa another embodiment of this assay, an epitope-tagged potential ligand PRO polypeptide (e.g. 8 
Ustidfa* *Hb* tag) is allowed to interact wiA a pand of potential receptor PRO polypep^ 
have been repressed as fastens with the Pc domain of human IgG Qmimmoadhcsins). Following a 1 hour 
co-incubation with the epitope tagged PRO polypeptide, the candidate receptors are each immunoprecipitatcd 
with protein A beads and the beads are washed. Potential ligand interaction is determined by western blot 
analysis of the immunoprec^itated complexes with antibody directed towards the epitope tag. An interaction 
is judged to occur if a band of the anticipated molecule wel^ of die epitt^ tagged protein b observed in die 
western blot analysis with a candidate receptor, but is not observed to occur with the other members of the 
p flyyf of potential receptors* 

Using these assays, the following reccptor/ligand interactions have been herein identified: 
(1) PR0943 binds to FHF1, PR0183 (FHF2), FR0184 (FHF3) and PR0185 (FHF4) and vice vena. 
M (2) PR0331 binds to PR01133 and vice versa. 

(3) PR0363 bind* to PR01587 and vice versa. 

(4) re05723 binds to PR01387 and vice versa. 

(5) PROH14 binds to PRO3301 and PRO9940 and viceversa. 

(6) PR09828 appears to be inovd fibroblast gro^ 

known FGF receptors PGFR1, PGFR2IDC, FGFR3HIC and FGFR4. PR09828 and agonists, 
therefore, will find use for activating the biological activities normally activated by FGF molecules 
including, for example, ceB growth and proliferation. Antagonists of FR09828 will find use in 
blocking the biological activities mediated through die FOP receptor. 

(7) PROU81 binds to PRO7170, PR0361 and PR0846. 

EXAMPLE 172: Tissue Expression Distribution 

Oligonucleotide probes were constructed from the PRO polypeptid&encoding nucleotide sequences 
shown in the figures for use in quantitative PGR amplification reactions. The oligonucleotide probes were 
chosen so as to give an approximately 200400 base pak amplified fragmcm from the 3 1 end o 
template in a standard PCR reaction. The oligonucleotide probes were employed in standard quantitative PGR 
amplification reactions with cDNA libraries isolated from different human adult and/or fetal tissue sources and 
analyzed by agarose gel electrophoresis so as to obtain a quanti tati ve determination of the level of expression 
of the PRO polypqpdde-encoding nucleic acids in the various tissues tested. Knowledge of die expression 
pattern or the differential express 

tissue types provides a diagnostic marker useful for tissue typing, with or without other tissue-specific markers, 
for determining the primary tissue source of a metastatic tumor, disease diagnosis, and the like. These assays 
provided the following results. 

PN A Molecule T*Sfl«* W/ Signficaift Pxpreyrioji Tissues w/o Significant Expression 

DNA16422-1209 substantia nigra, dendrocytes, uterus hippocampus 

DNA16435-1208 substantia nigra, dendrocytes, uterus hippocampus 

DNA26843-1389 dendrocytes, heart, uterus, colon tumor hippocampus, substantia nigra, 

cartilage 
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10 



15 



20 



25 



30 



35 



40 



45 



50 
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PNAMntatia 

DHA2044-1394 

DNA40621-1440 
DNA44161-1434 

DNA44694-1500 
DNA48J20-1433 
DNA49647-1398 
DNA53913-1490 
DNA53978-1443 
DNA53996-1442 
DNA5609O-1455 
DNA56I10-1437 
DNA564MM414 
DNA36436-1448- 
DNA56895-1447 
• DNA56860-1510 
DNA56868-1478 
DNA56869-1545 
DNA5W99-1412 
DNAS7704-1452 
DNA57710-1451 
DNA57711-1501 
DNA57827-1493 
DNA58723-1388 
DNA58743-1609 
DNA58846-1409 

DNA58849-1494 

. DNA58850-1495 

DNA59213-1487 
DNA59497-1496 

DNA59605-1418 

DNA59609-1470 

DNA59612-1466 

DNA59616-1465 
DNAS9619-1464 
DNA59625-1498 
DNA59827-1426 
DNA59828-1608 
DNA59853-1505 

DNA59854-1459 
DNA602S3-1484 
DNA60619-1482 
DNA60625-1507 
DNAM629-1481 

DNA61755-1554 



HUVEC, dendrocytes, cartilage 

prostate, uterus, colon tumor 
colon tumor, dendrocytes 

prostate, uterus 

brain* heart, prostate, uterus 

hippocampus 

d en drocytes, uterus, prostate 
spleen, prostate, uterus, hippocampus 
prostate, uterus, cartilage, hippocampus 
spleen, colon tumor, train, prostate 
uterus, dendrocytes 



prostate, uterus 

colon tumor 

colon tumor , prostate 



Tissues w/g SfafflBBl Expression 
substantia nigra, hippocampus, uterus, 
prostate 

brain, heart, HUVEC, cartilage 
substantia nigra, hippocampus, 
prostate, uterus 

colon tumor, substantia nigra, heart 
colon tumor, brain, heart, cartilage 
cartilage 

substantia nigra, dendrocytes 
substantia nigra, colon tumor 
substantia nigra, heart 
heart, colon tumor, dendrocytes 
heart 

hippocampus, substantia nigra, heart 
dendrocytes, heart, HUVEC 
brain, cartilage, heart, colon tumor 
prostate, uterus, dendrocytes 
uteres, tr ain , heart, cartila ge 

r, spleen, heart 



dendrocytes, hippocampus, ] 
brain, heart, spleen, uterus, prostate colon tumor 
dendrocytes, hippocampus, spleen, uterus substantia nigra, heart 
dendrocytes, hippocampus, heart, cartilage substantia nigra 
colon tumor, hippocampus, prostate 
substantia irfg r^, ^flflila ge u tw ^ts 
brain, prostate, uterus 
hippocampus, dendrocytes 



i nigra, dendrocytes, uterus 
, dendrocytes, HUVEC 
colon tumor, heart, spledn, cartilage 
substantia nigra, uterus, prostate, 
colon tumor 

brain, uterus, cartilage, heart, colon 
tumor 

hippocampus, substantia nigra, colon 
tumor 

spleen, cartilage, prostate, substantia nigra heart, hippocampus, dendrocytes 

cartilage, hippocampus, substantia 
nigra 



prostate 

spleen, prostate, dendrocytes 



dendrocytes, prostate, uterus, heart 
dendrocytes, prostate, uterus 
dendrocytes 



prostate, dendrocytes 



hippocampus, substantia nigra, colon 
tumor 

substantia nigra, hippocampus, heart, 
prostate, uterus, spleen 
hippocampus, substantia nigra, uterus, 
colon tumor 

dendrocytes, substantia nigra, colon tumor hippocampus 
dendrocytes, substantia nigra, colon tumor hippocampus 
brain, colon tumor, prostate, uterus THP-1 macrophages 
substantia nigra, prostate, uterus hippocampus, dendrocytes, heart 

dendrocytes, substantia nigra, colon tumor hippocampus 
prostate brain, uterus, spleen, heart, colon 

tumor 

cartilage prostate, brain, heart, colon tumor 

dendrocytes, spleen, prostate, uterus hippocampus, substantia nigra, heart 
dendrocytes, substantia nigra, colon tumor hippocampus 
cartJlaqge prostate, brain, heart, colon tumor 

uterus, colon tumor, substantia nigra hippocampus, dendrocytes, spleen, 

prostate 

dendrocytes, substantia nigra, colon tumor hippocampus 
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DNA64852-1589 prostata, uterus brain, heart, cartilage colon tumor 

DNA66308-1537 prostate, heart uterus brain, colon tumor, cartilage 

DNA68869-1610 spleen, prostate, heart, utenn, colon hippocampus, dendrocytes, prostate 
tumor, substantia nigra 

EXAMPLE 173: Isolation of cDNA ^ RnrvwtHiff Unm^ ppnfrffi 

A consensus sequence was obtained relative to a variety of EST sequences as described In Example 
labc^wto^ the consensus Based on the DNA39949 

consensus sequence, oligom^ 

the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequew* for 
PR0846. 

Forward and reverse PCR primer* we** «yitfyflfrfd- 
fiHW4FCR Prima 5 , <XXr^GCAGTGCACCTACAGGGAAO-3 , (SEQ ID NOJ18) 

tffffrofCRprimg s^crorcirrxtx^^ cseq id no^19) 

AddjtjopaOy.aaynthetfc^ 

sequence which had the following nucleotide sequence 

5*-<KnXXIAGQAAGGGTtKX}ATOClCI^^ 
(SEQIDNO:520) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with one of the PCR primer pairs identified above. A positive library was then 
used to isolate clones encoding the PR0846 gene using the probe oligonucleotide and one of the PCR primers . 
RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LIB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR0846 (herein designated as DNA44196-1353] (SEQ ID NO:516) and the derived protein sequence for 
PR0846. 

The entire nucleotide sequence of UNQ422 (DNA44196-1353) is shown in Figure 329 (SEQ ID 
NO:516). Clone UNQ422 (DNA44196-1353) contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 25-27 and ending at die stop codon at nucleotide positions 
1021-1023 (Figure 329). The predicted polypeptide precursor is 332 amino acids long (Figure 330). The 
full-length PR0846 protein shown in Figure 330 has an estimated molecular weight of about 36,143 daltons 
and a pi of about 5.89. Important regions of the amino acid sequence of PROS46 include the signal peptide, 
the transmembrane domain, an N-glycosylation site, a sequence typical of fibrinogen beta and gamma chains 
C-terminal domain, and a sequence typical of Ig like V-type domain as shown in Figure 330. Clone UNQ422 
(DNA44196-1353) has been deposited with ATCC and is assigned ATCC deposit no. 209847. 
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EXAMPLE 174: Isolation of cDNA Qaag Bncodfaf lhtm*« romitt 

A consensus sequence was obtained relative to a variety of EST sequences as described in Example 
1 above, wherem the consem Based on the DNA42S23 

consensus sequence, oligonucleotides were synthesized: 1 ) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a done of tbe fiilMengrh coding sequence for 
PR0363. 

A pair of PCR primers (forward and reverse) were synthesized: 
forward PCS mfater (^StMh f-C^cnx^OLGtlAGaVAACnA AGC-3' (SBQIDN(fc521) 
OafflO PCR Primer MMM.rn y-ACTAGGCTGTATCJTrrmrr^ (SEQ ID NOJ22) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA42828 
sequence which had the foltowing nucleotide sequence 

5'-GTATOTACAAAGCATCGGCATGGT^ (SEQ ID NO:523) 

In order to screen several libraries for a source oft lhll-lei^clon^DNAfiomfliolilmiei was 

screened by PCR arr* lificat^ A positive library was then used 

to isolate dones encoding the PR0363 gene using the probe oligonucleotide and one of the PCR primers. 

RNA for construction of the cDNA libraries was isolated from human fetal kidney tissue (LJB227). 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR0363 (herein designated as UNQ318 (DNA454194252)] (SEQ ID NO:500) and the derived protein 

sequence for PR0363. 

The entire nucleotide sequence of UNQ318 (DNA45419-1252) is shown in Figure 313 (SEQ ID 
NO:500). Clone UNQ318 (DNA45419-1252) contains a single open reading frame with an apparent 
translations initiation site at nucleotide positions 190-192 and ending at the stop codon at nucleotide positions 
1309-1311 (Figure313). Hie predicted polypeptide precursor is 373 amino acids long (Figure 3 14). The full- 
length PR0363 protein shown in Figure 3 1 4 has an *«rim»t™t molecular weight of about 41 ,281 daltons and 
a pi of about 8.33. A transmembrane domain exists at amino acids 321 to 254 of the amino acid sequence 
shown in Figure 314 (SEQ ID NO:501). The PR0363 polypeptide also possesses at least two myelin PO 
protein domains from about amino acids 15 to 56 and from about amino acids 87 to 116. Clone UNQ318 
(DNA45419-1252) has been deposited with ATCC on February 5, 1998 and is assigned ATCC deposit no. 
209616. 

Analysis of the amino add sequence of the rM-kngrh 1^0363 polypeptide suggests^ 
significant sequence similarity to the ceil surface protein HCAR, thereby indicating that PR0363 may be a 
novel HCAR homolog. More specifically, an analysis of the Dayhoff database (version 35.45 SwissProt 35) 
evidenced significant homology between the PR0363 amino acid sequence and the following Dayhoff 
sequences, HS46KDAJ, HSU90716J, MMCARHJ, MMCARHOMJ, MMU90715J, A33HUMAN, 
PJW14146, P_W14158, A42632 and B42632. 
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snce was assembled relative to other nucleic sequences, using phrap as 
-his consensus sequence is beicin designated DNA139814. Based on the 
oligonucleotides were symhesized: 1) to identify by PCR a cDNA library 



that contained the sequence of interest, airf 2) for use as probes to isolate ^ 

sequence forPR09828. Forward and reverse PGR primers sc»ei^i^efirom20to30raideotidesandarc 
oftendeagnedtogiveaPCRpn)durtofal^ 100-1000 bp in length. The probe sequences are typically 40-55 
bp in length. In some cases, additional oligonucleotides are synthesized when the consensus sequence is 
greater than about M.5kbp. Inordertoscreenseveral libraries for a 

was screened by PCR amplificatkau as per Ansnbd ct al.. Current Protocols in Moleqilfir R^^py, mpm f wift 
the PCR primer pair. A positive library was then used to isolate clones encoding the gene of interest using 
^ die probe oligonucleotide and one of the primer pairs. 

PCR primers (forward and reverse) were synthesized: 
S'-AATtrn^GCAO^GCCACTCA (SEQ ID N0524) 

5 , -GTTAAAQAOOGTGCCCITCX!AGCOA-3' (SEQ ID NCh525) 
5 , -TATXXX^TGCCItXX^ (SEQ ID NOS26) 

5 f -GATGAACTIYXXX2AAGGGGCXXKIA-3 9 (SEQ ID NO:527) 

RN A for constzucticm of the cDN A libraries was isolated from human fetal liver tissue. ThecDNA 
libraries used to isolate the cDN A clones were constnicted by standard methods using commercially available 
reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with oligo dT containing a 
NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized appropriately by gel 
electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as pRKB or pRKD; 
pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes et aL , Science . 253 : 1278-1280 
(1991)) in the unique Xhol and NotI sites. 

DN A sequencing of the clones isolated as described above gave the full-length DN A sequence for a 
full-length PR09828 polypeptide (designated herein as DNA142238-2768 (Figure 323, SEQ ID NO:5 10D and 
the derived protein sequence for that FR09828 polypeptide. 

The foil length clone identified above contained a single open reading frame with an apparent 
translation^ initiation site at nucleotide positions 232-234 and a stop signal at nucleotide positions 985-987 
(Figure 323, SEQ ID NO:510). The predicted polypeptide precursor is 25 1 amino acids long, has a calculated 
molecular weight of approximately 27,954 daltons and an estimated pi of approximately 9.22. Analysis of the 
full-length PR09828 sequence shown in Figure 324 (SEQ ID NO:51 1) evidences die presence of a variety of 
important polypeptide domains as shown in Figure 324, wherein the locations given for those important 
polypeptide domains are approximate as described above. Chromosome mapping evidences that the PR09828- 
encoding nucleic acid maps to chromosome 12pl3 inhuman*. Clone DNA142238-2768 has been deposited 
with ATCC on October 5, 1999 and is assigned ATCC deposit no. 819-PTA. 

An analysis of die Dayhoff database (version 35.45 SwissProt 35), using the AUGN-2 sequence 
alignment analysis of die folMength sequence shown in Figure 324 (SEQ ID NO:51 1), evidenced sequence 
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identky between die PR09828 amino add sequence and the following Dayhoff sequences: P_Y08381, 
AB018122J, FGF3_HUMAN f PJO0824, S54407, PJW0780, PJTC3761, PJTC2312. OMFGF6J and 
PJRHM71. 

EXAMPLE 176: Isolation of cDNA flag Encodln f » Himum Pttrvmn 

DNA108722-2743 was identified by applying a proprietary signal sequence finding algorithm 
developed by Genentech, Iras. (South San Francisco, C^upra 

fragments from public (e.g. t Genbank) and/or private (UFESEQ*, Incyte Pharmaceuticals, Inc., Palo Alto, 
CA) databases. The signal sequence algorithm computes a secretion signal score based on fee character of the 
DMA mcteotides surrounding the figtf and optionally ttm second mrtMnniivi codon(a) (AT*?) at thg 5*-mri of 
the sequence or sequence fragmett under omsiiVgatinn. The nudcotid es following the first ATQ most code 
far at least 35 unambiguous amino adds without any stop codons. If die first atq has the required amino 
ackb, die second is not examined. If neither meets the requirement, the candUate sequence is not scored. In 
order to determine whether the EST sequence contains an authentic signal sequence* the DNA and 
corresponding amino add sequences surrounding the ATQ codon are scored using a set of seven sensors 
(evaluation parameters) known to be associated with secretion signals. 

Use of the above described signal sequence algorithm allowed identification of an EST cluster 
seo^ieac* from the LIFBSEQ* database, Incyte Pharmaceuticals, Palo Alto, designated herein as CLU57836. 
This EST cluster sequence was then compared to a variety of expressed sequence tag (EST) databases which 
included public EST databases (e.g., Genbank) and a proprietary EST DNA database (LIFESEQ* Incyte 
P harm ace utica l s , Palo Alto, CA) to identify existing homologies. Hie homology search was performed using 
the computer program BLAST or BLAST2 (Altshul et al. f Methods in Bnzvmology 266:460-480 (1996)). 
Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode 
known proteins were clustered and assembled into a consensus DNA sequence with the program "phrap * (Phil 
Green, University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA58756. 

hi light of an observed sequence homology between the DNA58756 sequence and an EST sequence 
encompassed within done no. 225 1462 from die LIFESEQ* database, Incyte Pharmaceuticals, Palo Alto, CA, 
clone no. 2251462 was purchased and the cDNA insert was obtained and sequenced. It was found herein that 
that cDNA insert encoded a full-length protein. The sequence ofthiscDNA insert is shown in Figure325and 
is herein designated as DNA108722-2743. 

Clone DNA 108722-2743 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 60-62 and ending at the stop codon at nucleotide positions 1506-1508 (Figure 325). 
The predicted polypeptide precursor is 482 amino adds long (Figure 326). The full-length PRO7170 protein 
shown in Figure 326 has mi estimated molecular weight of about 49,060 daltons and a pi of about 4.74. 
Analysis of the full-length PR07 1 70 sequence shown in Figure 326 (SEQ ID NO : 5 1 3) evidences die presence 
of a variety of important polypeptide domains as shown in Figure 326, wherein the locations given for those 
important polypeptide domains are approximate as described above. Clone DNA108722-2743 has been 
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deposited with ATCC on August 17, 1999 and is assigned ATCC Deposit No. 55MTA. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using the ALIGN-2 sequence 
alignment analysis of the fulHength sequence shown in Rgure 326 (SEQ ID N0.513), evidenced sequence 
identity between the PR07 1 70 ammo add sequence and the following Dayhoff sequences: P Y 12291 .147141, 
D88733 1, DMC36G7J r P_Y11606, HWPljCANAL, HSMUCSBEXJ, HSU78550J, HSU70136J, and 
5 SGS3DROMB, 

BXAMPLB 177: Isolation ofcDNA Qonea Encodrnt Human FRQ361 

A consensus DNA sequence was assembled 
in Emnpfe 1 above. This consensus sequence is herein designated DNA40654. Based on the DNA40654 
10 consensus sequence, oligOTUdeotideawc^ 

| die sequence of interest, and 2) for use as probes to isolate a clone of die fhlMengm coding sequence for 
PR0361. 

Forward and reverse PGR primers woe synthesized as follows: 
forward PCR primer 5 , -AGGGAGGATTATCCTTGACCTTTQ (SEQ ID NO:528) 

15 forwaidPCR orimer 5*-GAAGCAAGTGCCX^GCTC-3 > (SEQ ID NO:529) 

forw^ixa pri mer y^ctxarccciccTcr^ cm id no:530) 

reverse PCR mimer 5*^CCGTAGCItX»AGCOCACrCAC-3' (SEQ ID NO: 531) 

KXgSfeKajttima 5'.AGTOTAAGTCAAGCTCXX>3* (SEQIDNO:S32) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from die consensus 
20 DNA40654 sequence which had the following nucleotide sequence 
hybridization probe 

5'- GCTTXXTTGACACTAAGGCTCTCTC (SEQ ID NO:533) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplificat^ A positive library was then 

25 used to Isolate clones encoding the PR0361 gene using the probe oligonucleotide. RNA for construction of 

the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the foil-length DNA sequence for 

PR0361 [herein designated as DNA454 10-1 250] (SEQ ID NO:514) and the derived protein sequence for 

PRG361. 

30 The entire nucleotide sequence of DNA45410-1250 is shown in Figure 327 (SEQ ID NO:5 14). Clone 

DNA454 1 0- 1 250 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 226-228 and ending at the stop codon at nucleotide positions 1519-1521 (Figure 327). The predicted 
polypeptide precursor is 431 amino acids long (Figure 328). The full-length PR0361 protein shown in Figure 
328 has an estimated molecular weight of about 46,8 10 daltons and a pi of about 6.45. In addition, regions 

35 of interest including the transinernbranc domain (amino acids 3 80-409) and sequences typical of the arginase 
family of proteins (amino acids 3-14 and 39-57) are designated in Figure 328. Clone DNA45410-1250 has 
been deposited with ATCC and is assigned ATCC deposit no. ATCC 209621. 
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Analysis of the amino add sequence of the foB-length PROM 1 polypeptide suggests that portions of 
it possess significant homology to the mucin and/or chitinasa proteins, thereby indicating that PR0361 may 
be a novel mucin and/or dmtnas e protein. 

EXAMPLE 178; lagJafin of cDNA Clonal BnojffiBg 1 ffllf— BBQ1B. M*"** MMMM. PMM7M 

5 ny033QtoyPRO?»W 

DNA molecules encoding the PR0183, PR0184, PR0185, PR05723. PRO3301 or PRO9940 
polypeptides shown in die accompanying figures were Obtained through OenBank. 

Deposit of Material 

10 Hie following materials have been deposited with the American Typo Culture Collection, 10601 

University Blvd., Manassas, VA 20110-2209, USA (ATCQ: 



TahtelO 





Material 


ATCC Dep. No. 


Deposit fiato 


15 


DNA45410-1250 


209621 


February 5, 1998 




DNA1Q8722-2743 


552-PTA 


AUgUSt 17, 1!W 




UNA 142238-Z/Oo 


010_DTA 

Bly-rlA 


/UaLmi C 1QOQ 








Mftuwi ult^r 1 1007 








r^curuoijr J, 1770 


20 


DNA44196-1353 

l/S "ATI U\r 


209847 


May 6. 1998 




DNA16422-1209 


209929 


June 2, 1998 




DNA16435-1208 


209930 


June 2, 1998 




DNA21624-1391 


209917 


June 2, 1998 




DNA23334-1392 


209918 


June 2. 1998 


25 


DNA26288-1239 


209792 


April 21, 1998 




DNA26843-1389 


203099 


August 4, 1998 




DNA26844-1394 


209926 


June 2, 1998 




DNA30862-1396 


209920 


June 2, 1998 




DNA35680-1212 


209790 


April 21, 1998 


30 


DNA40621-1440 


209922 


June 2. 1998 




DNA44161-1434 


209907 


May 27, 1998 




DNA44694-1500 


203114 


August 11, 1998 




DNA45495-1550 


203156 


August 25, 1998 




DNA47361-1154 


209431 


November 7, 1997 


35 


DNA47394-1572 


203109 


August 11, 1998 




DNA48320-1433 


209904 


May 27. 1998 




DNA48334-1435 


209924 


June 2, 1998 




DNA48606-1479 


203040 


July 1, 1998 




DNA49141-1431 


203003 


June 23, 1998 


40 


DNA49142-1430 


203002 


June 23, 1998 




DNA49143-1429 


203013 


June 23, 1998 




DNA49647-1398 


209919 


June 2, 1998 




DNA49819-1439 


209931 


June 2, 1998 




DNA49820-1427 


209932 


June 2, 1998 


45 


DNA49821-1562 


209981 


June 16, 1998 




DNA52192-1369 


203042 


July 1. 1998 




DNA52598-1518 


203107 


August 11, 1998 




DNA53913-1490 


203162 


August 25, 1998 
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DNA53978-1443 


209983 


June 16, 1998 




DNA53996-1442 


209921 


June 2, 1998 




DNA56041-1416 


203012 


June 23* 1998 




DNA56047-1456 


209948 


June 9, 1998 


5 


DNA56050-1455 


203011 


June 23, 1998 




DNA56110-1437 


203113 


August 11, 1998 




DNA56113-1378 


203049 


July 1, 1998 




DNA56410-1414 


209923 


June2, 1998 




DNAS6436-1448 


209902 


May 27. 1998 


10 


DNA36855-1447 


203004 


June 23, 1998 




DNA56859-1445 


203019 


June 23, 1998 




DNA56860-1510 


209952 


June 9, 1998 




DNAJ6865-1491 


203022 


June 23, 1998 




DNAS6866-1342 


203023 


June 23, 1998 


15 


DNA56868-1209 


203024 


June 23, 1998 




DNA56869-1545 


203161 


August 25, 1998 * 




» DNA56870-1492 


209923 


June 2, 1998 




DNA57033-1403 


209905 


May 27, 1998 




DNA57037-1444 


209908 


May 27, 1998 


20 


DNA57129-1413 


209977 


June 16, 1998 




DNA57690-1374 


209950 


June 9, 1998 




DNA57693-1424 


203008 


June 23, 1998 




DNA57694-1341 


203017 


June 23, 1998 




DNA57695-1340 


203006 


June 23, 1998 


25 


DNA57699-1412 


203020 


June 23, 1998 




DNA57702-1476 


209951 


June 9, 1998 




DNA57704-1452 


209953 


June 9. 1998 




DNA57708-1411 


203021 


June 23, 1998 




DNA57710-1451 


203048 


July 1, 1998 


30 


DNA57711-1501 


203047 


July 1, 1998 




DNA57827-1493 


203045 


July 1, 1998 




DNA57834-1339 


209954 


June 9. 1998 




DNA57836-1338 


203025 


June 23/1998 




DNA57838-1337 


203014 


June 23, 1998 


35 


DNAS7844-1410 


203010 


June 23, 1998 




DNA58721-1475 


203110 


August 11. 1998 




DNA58723-1588 


203133 


August 18. 1998 




DNA58737-1473 


203136 


August 18. 1998 




DNA58743-1609 


203154 


August 25. 1998 


40 


DNA58846-1409 


209957 


June 9 t 1998 




DNA58848-1472 


209955 


June 9. 1998 




DNA58849-1494 


209958 


June 9. 1998 




DNA588S0-1495 


209956 


June 9. 1998 




DNA58853-1423 


203016 


June 23, 1998 


45 


DNA58855-1422 


203018 


June 23, 1998 




DNA59205-1421 


203009 


June 23. 1998 




DNA59211-1450 


209960 


June 9, 1998 




DNA59213-1487 


209959 


June 9, 1998 




DNA59214-1449 


203046 


July 1, 1998 


50 


DNA59215-1425 


209961 


June 9, 1998 




DNA59220-1514 


209962 


June 9, 1998 




DNA59488-1603 


203157 


August 25, 1998 




DNA59493-1420 


203050 


July 1. 1998 




DNA59497-1496 


209941 


June 4, 1998 


55 


DNA59588-1571 


203106 


August 11, 1998 
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DNA59603-1419 
DNA59605-1418 
DNA59606-1471 
DNA59607-1497 
DNA59609-147O 
DNA596HM559 
DNA59612-1466 
DNA59613-1417 
DNA596164465 
DHA59619-1464 
DNA59620-1463 
DNA59625-1498 
DNA59767-1489 
DNA59776-1600 
DNA59777-1480 
DHA59820-1549 
• DNA59827-1426 
DNA59828-1608 
DNA59838-1462 
DNA39839-1461 
DNA59841-1460 
DNA59842-1502 
DNA59846-1503 
DNA59847-15U 
DNA59848-1512 
DNA59849-1504 
DNA59853-1505 
DNA59854-1459 
DNA60283-1484 
DNA60615-1483 
DNA606I9-1482 
DNA69621-1516 
DNA60622-1525 
DNA60625-1507 
DNA60627-1508 
DNA60629-1481 
DNA61755-1554 
DNA61873-1574 
DNA62814-1521 
DNX62872-1509 
DNA62876-1517 
DNA62881-1515 
DNA6485M589 
DNA64884-1527 
DNA64890-1612 
DNA65412-1523 
DNA66308-1537 
DNA66309-1538 
DNA670O4-1614 
DNA68869-1610 
DNA68872-1620 
DNA71 159-1617 



TaMelOfcontl 



209944 


June 9. 1998 


203005 


June 23, 1998 


209945 


Juno 9. 1998 


209957 


June 9, 1998 


209963 


June 9, 1998 


209990 


June 16. 1998 


209947 


Juno 9. 1998 


203007 


June 23, 1998 


209991 


June 16, 1998 


203041 


July 1,1998 


209989 


June 16. 1998 


209992 


June 17. 1998 


203108 


August 11. 1998 


203128 


August 18. 1998 


203111 


August 11. 1998 


203129 


August 18, 1998 


203089 


August 4, 1998 


203158 


August 25, 1998 


209976 


June 16V 1998 


209988 


June 16, 1998 


203044 


July 1, 1998 


209982 


June 16. 1998 


209978 


June 16. 1998 


203098 


August 4, 1998 


203088 


August 4, 1998 


209986 


June 16. 1998 


209985 


June 16. 1998 


209974 


June 16, 1998 


203043 


July 1, 1998 


209980 


June 16. 1998 


209993 


June 16, 1998 


203091 


August 4, 1998 


203090 


August 4. 1998 


209975 


June 16. 1998 


203092 


August 4. 1998 


209979 


June 16. 1998 


203112 


August 11. 1998 


203132 


August 18. 1998 


203093 


August 4, 1998 


203100 


August 4, 1998 


203095 


August 4. 1998 


203096 


August 4, 1998 


203127 


August 18, 1998 


203155 


August 25. 1998 


203131 


August 18. 1998 


203094 


August 4. 1998 


203159 


August 25. 1998 


203235 


September 15, 1998 


203115 


August 11, 1998 


203164 


August 25. 1998 


203160 


August 25, 1998 


203135 


August 18, 1998 
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These deposit were made under the pro^^ 
of the Deposit of Microorganisms for die Purpose of Patent Procedure and the Regulations thereunder 
(Budapest Treaty). This assures maintenance of t viable culture of the deposit for 30 years from the date of 
deposit. The deposits will be made available by ATCC under the terms of the Budapest Treaty, and subject 
to an agreement between Genentech, Ii^ and ATTX, which assures pennant 

of the progeny of die culture of the deposit to the public upon issuance of die pertinent U.S. patent or upon 
toying open to die public of any U.S. or foreign patent application* whichever comes first, and assures 
availability of the progeny to one determined by the U.S. Commissioner of Patents and Trademarks to be 
entitled thereto according to 35 USC 9122 and the Commissioner's rules pursuant thereto (including 37 CFR 
§1.14 with particular reference to 886 OG 638). 

The assignee oftbe present application has agreed thatif a culture of the materia 
din or be tost or destroyed when cultivated under suitable conditions, the materia 
on notification with another of the same. Availability of the deposited material is not to be construed as a 
license la practice the liw&utkm In contravention of the right* granted muter the nntfmrity nfany gmrwnnr^fif 

in accordance wtnt its patent laws. 

The foregoing written specification is considered to be sufficient to enable one skilled in the art to 
practice die invention. The present invention is not to be limited in scope fay die construct deposit 
deposited embodiment is intended as a single illustration or^ 

that are functionally equivalent are within the scope of this invention. The deposit ofmaterial herein does not 
constitute an admission that die written description herein contained is inadequate to enable die practice of any 
aspect of the invention, including the best mode thereof, nor is it to be construed as limiting the scope of the 
claims to the specific illustrations that it represents. Indeed, various modifications of the invention in addition 
to those shown and described herein will become apparent to those skilled in the art from the foregoing 
description and fall within the scope of the appended claims. 
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WHAT IS CLAIMED Kb 

1. Isolated nucleic acid ha vin g at least 80% sequence identity to a nucleotide sequence that 
e n codes apolypeptidc comprising an auduo a ci d s eq ue nc e selected fteni die yoiip co nsi s tin g trflhe audnp acid 
sequence shown in Figure 2 (SEQ ID NO.2), Figure 4 (SEQ ID NO:6), Figure 6 (SEQ ID NO:8), Figure 9 
(SEQ ID NO: 14). Figure 12 (SEQ ID NO-.20), Figure 15 (SEQ ID NO-.23). Figure 18 (SEQ ID NO:28). 
Figure 20 (SEQ ID NO30), Figure 23 (SEQ ID NO.33), Figure 25 (SEQ D> NO.36), Figure 27 (SEQ ID 
NO:41), Figure 30 (SEQ ID NO:47). Figure 32 (SEQ ID NCk52). Figure 34 (SEQ ID NO:57), Figure 36 
(SEQ ID NO:62), Figure 38 (SEQ ID NO:67), Figure 41 (SEQ ID NO:73), Figure 47 (SEQ ID NO:84), 
Figure 49 (SEQ ID NO:95), Figure 51 (SEQ ID NO:97), Figure 33 (SEQ ID NO:99), Figure 57 (SEQ ID 
NO-.103). Figure 64 (SEQ ID NO: 113). Figure 66 (SEQ ID NO:l 15), Figure 68 (SEQ ID NO.117), Figure 
70 (SEQ ID NO: 1 19). Figure 72 (SEQ ID NO: 124), Figure 74 (SEQ ID NO: 129), Figure 76 (SEQ ID 
NO:135). Figure 79 (SEQ ID N0138). Figure 83 (SEQ ID N0146). Figure 85 (SEQ ID NO:148), Figure 
88 (SEQ ID NO: 151), Figure 90 (SEQ ID NO: 153), Figure 93 (SEQ ID NO: 156), Figure 95 (SEQ ID 
NO: 158), Figure 97 (SEQ ID NO: 160), Figure 99 (SEQ ID NO: 165), Figure 101 (SEQ ID NO: 167), Figure 
103 (SEQ ID NO: 169), Figure 105 (SEQ ID NO: 171), Figure 109 (SEQ ID NO: 175), Figure 111 (SEQ ID 
NO: 177). Figure 113(SEQIDNO:179), Figure 115 (SEQ ID NO: 181), Figure 1 17 (SEQ ID NO: 183). Figure 
120 (SEQ ID NO: 189), Figure 122 (SEQ ID NO: 194). Figure 125 (SEQ ID NO: 197), Figure 127 (SEQ ID 
NO: 199), Figure 129(SEQIDNO:201), Figure 131 (SEQ ID NO:203). Figure 133(SEQIDNO:205), Figure 
135 (SEQ ID NO207), Figure 137 (SEQ ID NO209), Figure 139 (SEQ ID NO:2U). Figure 141 (SEQ ID 
NO:213), Figure 144 (SEQ ID NO-.216), Figure 147 (SEQ ID NO:219). Figure 149 (SEQ ID NO:221), Figure 
' 151 (SEQ ID NO:223), Figure 153 (SEQ ID NO:225), Figure 155 (SEQ ID NO:227), Figure 157 (SEQ ID 
NO:229), Figure 159 (SEQ ID NO:23 1), Figure 161 (SEQ ID NO:236), Figure 163 (SEQ ID NO:241), Figure 
165 (SEQ ID NO:246), Figure 167 (SEQ ID NO:248), Figure 169 (SEQ ID NO:250), Figure 171 (SEQ ID 
NO:253), Figure 174 (SEQ ID NO:256), Figure 176 (SEQ ID NO:258), Figure 178 (SEQ ID NO:260), Figure 
180 (SEQ ID NO:262), Figure 182 (SEQ ID NO.264), Figure 184 (SEQ ID NO:266), Figure 186 (SEQ ID 
N0268), Figure 188 (SEQ ID NO270), Figure 190 (SEQ ID NO:272). Figure 192 (SEQ ID NO.274), Figure 
194 (SEQ ID NO:276), Figure 196 (SEQ ID N0278), Figure 198 (SEQ ID NO:281), Figure 200 (SEQ ID 
NO:283), Figure 202 (SEQ ID NO:285), Figure 204 (SEQ ID NO:287), Figure 206 (SEQ ID NO:289). Figure 
208 (SEQ ID NO:291), Figure 210 (SEQ ID NO:293), Figure 212 (SEQ ID NO:295), Figure 214 (SEQ ID 
N0297). Figure 216 (SEQ ID NO:299). Figure 218 (SEQ ID NO301), Figure 220 (SEQ ID NO:303). Figure 
226 (SEQ ID NO:309), Figure 228 (SEQ D> NO.314), Figure 230 (SEQ ID NO:319). Figure 233 (SEQ ID 
NO:326). Figure 235 (SEQ ID NO.-334), Figure 238 (SEQ ID NO:340), Figure 240 (SEQ ID NO:345), Figure 
242 (SEQ ID NO:347), Figure 244 (SEQ ID NO:349), Figure 246 (SEQ ID NO:351), Figure 248 (SEQ ID 
NO:353), Figure 250 (SEQ ID NO:355), Figure 252 (SEQ ID NO:357), Figure 254 (SEQ ID NO:359), Figure 
256 (SEQ ID NO:361), Figure 258 (SEQ ID NO:363). Figure 260 (SEQ ID NO:365), Figure 262 (SEQ ID 
NOJ67), Figure 264 (SEQ ID NO:369), Figure 266 (SEQ ID NO:37 1), Figure 268 (SEQ ID N0373), Figure 
270 (SEQ ID NO:375), Figure 272 (SEQ ID N0377), Figure 274 (SEQ ID NO:379), Figure 276 (SEQ ID 
N0:381), Figure 278 (SEQ ID N0:387). Figure 280 (SEQ ID NO:389). Figure 282 (SEQ ID NO:394), Figure 
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284 (SBQ ID N&399), Figure 286 (SEQ ID NCk401), Figure 288 (SEQ ID NO:403X Figure 290 (SEQ ID 
Nam Figure 292 (SEQ ID KO-.410). Figure 294 (SEQ ID NO.412), Figure 296 (SEQ ID NO:414). Figure 
298 (SBQ ID N0416), Figure 300 (SBQ ID NO:418). Figure 302 (SEQ ID NG-.420X Figure 304 (SEQ ID 
NO:422), Figure 306 (SEQ ID NO:424), Figure 308 (SEQ ID NO:495). Figure 310 (SEQ ID NO:497), Figure 
312 (SEQ E> NO.499), Figure 314 (SEQ D> NO501), Figure 316 (SEQ ID NO.503), Figure 318 (SEQ ID 
NO505>, Rgure 320 (SEQ ED NO:507), Figure 322 (SEQ ID NO:509). Figure 324 (SEQ ID NO:51 1). Figure 
326 (SEQ ID N0513). Figure 328 (SEQ ID N0515) and Figure 330 (SEQ ID N0517). 

2. The nucleic acid sequence of Claim 1, wherein said nucleotide sequence comprises a 
nucleotide sequence selected from the group consisting of the sequence shown in Figure 1 (SEQ ID NO:l), 
Figure 3 (SEQ ID N05), Figure 5 (SEQIDNO:7), Figure 8 (SEQ ID NO: 13). Figure 11 (SEQ ID NO: 19), 
( Figure 14 (SEQ ID NO:22), Figure 17 (SBQ ID NO:27). Figure 19 (SEQ ID Na.29), Figure 22 (SEQ ID 
N032), Figure 24 (SEQ ID N035), Figure 26 (SEQ ID Na40), Figure 29 (SEQ ID Na.46), Figure 31 
(SEQ B> NOS1), Figure 33 (SEQ ID N056X Figure 33 (SEQ ID NO:61), Figure 37 (SEQ ED NO:66), 
Figure 40 (SEQ ID N072), Figure 46 (SEQ ID NO:83), Figure 48 (SEQ ID NO:94), Rgure 50 (SEQ ID 
N096). Figure 52 (SEQ ID NO:98). Figure 56 (SEQ ID NO: 102), Figure 63 (SEQ ID NO: 11 2), Figure 65 
(SEQ ID NO 114), Figure 67 (SEQ ID NO: 116). Figure 69 (SEQ ID NO: 118), Rgure 71 (SEQ ID NO: 123). 
Figure 73 (SEQ ID NO 128), Figure 75 (SEQ ID NO: 134), Figure 78 (SEQ ID NO 137), Figure 82 (SEQ 
ID N0:145). Figure 84 (SEQ ID NO: 147). Figure 87 (SEQD>NO: 150), Figure 89 (SEQ ID NO: 152). Figure 
92 (SEQ ID NO:155), Figure 94 (SEQ ID NO:157), Figure 96 (SEQ ID NO:159), Figure 98 (SEQ ID 
NO: 164). Figure 100 (SEQ ID NO: 1 66), Figure 102 (SEQ ID NO: 168), Figure 104 (SEQ ID NO: 170), Figure 
108 (SEQ ID NO:174), Rgure 110 (SEQ ID NO:176), Figure 112 (SEQ ID NO:178). Figure 114 (SEQ ID 
NO: 180). Figure 1 16 (SEQ ID NO: 1 82). Figure 1 19 (SEQ ID NO: 188). Figure 121 (SEQ ID NO: 193). Figure 
124 (SEQ ID NO: 196), Figure 126 (SEQ ID NO:198). Figure 128 (SEQ ID NO:200). Figure 130 (SEQ ID 
NO202). Figure 132 (SEQ ID NO.204), Figure 134 (SEQ1DNO:206). Figure 136(SEQIDNO:208), Figure 
138 (SEQ ID NO:210), Figure 140 (SEQ ID N0212). Figure 143 (SEQ ID N0215), Figure 146 (SEQ ID 
NO:218). Figure 148(SEQIDNO:220), Figure 150(SEQIDNO:222), Figure 152(SEQIDNO:224), Figure 
154 (SEQ ID NO:226), Figure 156 (SEQ ID NO:228), Figure 1S8 (SEQ ID NO:230). Figure 160 (SEQ ID 
N0235), Figure 162 (SEQ ID NO:240), Figure 164(SEQIDNO:245), Figure 166 (SEQ ID NO: 247), Figure 
168 (SBQ ID NO:249), Figure 170 (SEQ ID N0252). Figure 173 (SEQ ID NO.255), Figure 175 (SEQ ID 
N0257), Figure 177 (SEQ ID NO:259), Figure 179 (SEQ ID NO:261), Figure 181 (SBQ ID NO:263). Figure 
183 (SEQ ID NO:265). Figure 185 (SEQ ID NO:267). Figure 187 (SEQ ID N0269), Figure 189 (SEQ ID 
NO:271). Figure 191 (SEQ ID NO.-273). Figure 193 (SEQ ID NO:275), Figure 195 (SEQ ID NO:277). Figure 
197 (SEQ ID NO:280), Figure 199 (SEQ ID NO:282). Figure 201 (SEQ ID NO:284), Figure 203 (SEQ ID 
N0286). Figure 205 (SEQ ID NO:288). Figure 207 (SEQ n>NO:290). Figure 209 (SEQ ID NO:292). Figure 
21 1 (SEQ D> NO:294), Figure 213 (SBQ ID NO:296). Figure 215 (SEQ ID N0298), Figure 217 (SEQ ID 
NOJ00), Figure 219 (SEQ ID NO:302), Figure 225 (SEQ ID NO: 308), Figure 227 (SEQ ID NO:3 1 3), Figure 
229 (SEQ ID NO:318), Figure 232 (SEQ ID NO:325), Figure 234 (SEQ ED NO:333). Figure 237 (SEQ ID 
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NCn339). Figure 239 (SEQ ID N0344), Figure 241 (SEQ ID NO:346), Figure 243 (SEQ ID NO:348), Figure 
245 (SEQ ED NO:350), Figure 247 (SEQ IDNO:352), Figure 249 (SEQ ID NO:354), Figure 25 1 (SEQ ID 
NO£56)> Figure 253 (SEQ ID N0358), Figure 255 (SEQ ID NO: 360), Figure 257 (SEQ ID N0362), Rgure 
259 (SEQ ID NOJ64), Figure 261 (SEQ ID NO-.366), Figure 263 (SEQ ID NO-.368), Figure 2d5 (SEQ ID 
NO: 370), Figure 267 (SEQ ID NCh372), Figure 269 (SEQ ED NO.374), Figure 271 (SEQIDNO.376). Figure 
273 (SEQ ID NO:378), Figure 275 (SEQ ID NO.380), Figure 277 (SEQ ID NCh386), Figure 279 (SEQ ID 
NO:388), Figure 281 (SEQIDNOJ93). Rgure 283 (SEQ ID NO:398), Figure 285 (SEQ ID NO:400), Figure 
287 (SEQ ID NO:402), Figure 289 (SEQ ID NO:407), Figure 291 (SEQ ID NO409), Figure 293 (SEQ ID 
NO-.411), Rgure 295 (SEQ ID NO:413X Figure 297 (SEQ ID NO: 415), Rgure 299 (SEQ ID NO:417), Figure 
301 (SEQ ID NO.419), Rgure 303 (SEQ ID N0421), Figure 305 (SEQ ID NO:423), Rgure 307 (SEQ ID 
NCh494), Figure 309 (SEQ ED N0496). Rgure 311 (SEQ ID N0498), Figure 313 (SEQ ID NChSOO). Rgure 
315 CSEQ ID NO-J02), Figure 317 (SEQ ID NO-J04), Figure 319 (SEQ ED NO.506). Rgure 321 (SEQ H> 
NChS08X Rgure 323 (SEQ ID NOtJlO), Rgure 325 (SEQ ID NO.512). Rgure 327 (SEQ ID NO:514) and 
Rgure 329 (SEQ ID NO.516). 

3. The nucleic add of Claim 1, wherein said nudcoridc sequence comprises a nucleotide 
sccfucocc trito cto sd fiom tlio yw up OMnfatin^ of the ftJH c o^ fli coding sc4ju£occ of tJ)o scqdgdco shown in Fl^tuo 

I CSEQ ID NO: 1), Rgure 3 (SEQ ID NO:5), Figure 5 (SEQ ID NO:7), Rgure 8 (SEQ ID NO: 13), Rgure 

II (SEQ TD NO: 19), Figure 14 (SEQ ID NO:22). Rgure 17 (SEQ ID NO:27). Rgure 19 (SEQ ID NO:29), 
Rgure 22 (SEQ ID NO-.32), Rgure 24 (SEQ ID NO:35), Rgure 26 (SEQ ID NO:40). Rgure 29 (SEQ ED 
NO:46), Rgure 31 (SEQ ID NO:51), Figure 33 (SEQ ID NO:56). Rgure 35 (SEQ ID NO:61), Figure 37 
(SEQ ID NO:66). Rgure 40 (SEQ ID NO:72). Figure 46 (SEQ ID NO:83). Rgure 48 (SEQ ID NO:94), 
Figure 50 (SEQ ID NO: 96), Rgure 52 (SEQ ID NO:98), Rgure 56 (SEQ ID NO: 102), Figure 63 (SEQ ID 
NO: 112), Rgure 65 (SEQ ID NO: 1 14). Rgure 67 (SEQ ID NO:l 16). Figure 69 (SEQ ID NO:l 18). Rgure 
71 (SEQ ID NO:123), Rgure 73 (SEQ ID NO:128). Rgure 75 (SEQ ID N0134). Rgure 78 (SEQ ID 
NO: 137), Rgure 82 (SEQ ID NO: 145). Figure 84 (SEQ ID NO: 147), Rgure 87 (SEQ ID NO.150), Rgure 
89 (SEQ ID NO:152), Rgure 92 (SEQ ID NO:155), Rgure 94 (SEQ ID NO:157). Rgure 96 (SEQ ID 
NO: 159), Rgure 98 (SEQ ID NO: 164), Rgure 100 (SEQ ID NO: 166), Rgure 102 (SEQ ID NO: 168), Rgure 
104 (SEQ ID NO:I70), Rgure 108 (SEQ ID NO:174). Figure 110 (SEQ ID NO:176), Figure 112 (SEQ ID 
NO:178). Rgure 1 14 (SEQ ID NO: 180), Figure 116 (SEQ ID NO: 182), Rgure 1 19 (SEQ ID NO: 188), Rgure 
121 (SEQ ID NO: 193), Figure 124 (SEQ ID NO: 196), Rgure 126 (SEQ ID NO: 198). Figure 128 (SEQ ID 
NO:200). Rgure 130 (SEQ ID NO:202), Rgure 132 (SEQ ID NO:204). Rgure 134 (SEQ ID NO:206), Figure 
136 (SEQ ID NO:208), Rgure 138 (SEQ ID NO:210), Figure 140 (SEQ ID NO.-212), Figure 143 (SEQ ID 
NO:215), Figure 146 (SEQ ID NO:2l8), Rgure 148 (SEQ ID NO:220), Figure 150(SEQIDNO:222), Figure 
152 (SEQ ID NO:224), Rgure 154 (SEQ ID N0226). Rgure 156 (SEQ ID NO:228), Rgure 158 (SEQ ID 
NO:230). Figure 160 (SEQ ED NO:235). Figure 162 (SEQ ID NO:240), Figure 164 (SEQ ID NO:245), Rgure 
166 (SEQ ID NO:247), Figure 168 (SEQ ID N0249), Figure 170 (SEQ ID NO:252), Figure 173 (SEQ ID 
NO:255), Rgure 175 (SEQ ID NO:257), Figure 177 (SEQ ED NO:259), Rgure 179 (SEQ ID NO:261), Figure 
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181 (SBQ ID NQ-.263), Rgure 183 (SEQ ID NOJ65), Figure 185 (SEQ ID NO:267), Figure 187 (SEQ ID 
NCn269), Rgure 189(SEQIDNO:271). figure 191 (SEQIDNO.-273), Figure 193 (SEQ ID NO:275), Figure 
195 (SBQ ID NQ.277), Figure 197 (SEQ ID NO380), Figure 199 (SBQ ID N0282X Figure 201 (SEQ ID 
N0384), Hgure 203 (SEQ ID NO. 286), Figure 205 (SEQ ID NO:288), Figure 207 (SEQ ID NO: 290), Figure 
209 (SEQ ID NCk292). Figure 21 1 (SEQ ID NO:294), Figure 213 (SEQ ID N0296), Figure 215 (SEQ ID 
NO-.298), Figure 217 (SEQ ID NO.300), Figure 219 (SEQ ID NO:302), Figure 225 (SEQ ID NOJ08), Figure 
227 (SEQ ID NO.313), Figure 229 (SEQ ID NOJ18), Figure 232 (SEQ ID NO-325), Figure 234 (SEQ ID 
NCn333), Figure 237 (SEQ ID NO-.339). Figure 239 (SEQ ID NO:344), Figure 241 (SEQEDNO:346). Figure 
243 (SBQ ID N0348), Figure 243 (SEQ ID NO-.350), Figure 247 (SEQ ID NCh352), Figure 249 (SEQ ID 
N0354), Figure 251 (SEQ ID NCh356), Figure 253 (SEQ ID N0358), Figure 253 (SEQ ID NO360), Figure 
237 (SBQ ID N0362), Figure 239 (SEQ ID N0364). Figure 261 (SEQ ID N0366). Hgure 263 (SEQ ID 
# NO-J68), Figure 265 (SEQ ID NCh370). Figure 267 (SEQ ID NO.372), Rgnre 269 (SEQ ID NCh374), Figure 
271 (SEQ ID NCh376>. Figure 273 (SEQ ID NO.378). Figure 275 (SEQ ID NO:380). Figure 277 (SEQ ID 
NO-J86X Rgure 279 (SEQ ID NOJ88). Figure 281 (SEQ ID N0393). Figure 283 (SBQIDNO.398), Figure 
283 CSEQ ID NO:400), Figure 287 (SEQ ID NO:4Q2). Figure 289 (SEQ ID NO:407). Figure 291 (SEQ ID 
NO-.409). Figure 293 (SEQ ID NO:4 1 1), Figure 293 (SEQ ID NO:413), Figure 297 (SBQ ID NO:4 15), Hgure 
299 (SEQ ID NO:417), Hgure 301 (SEQ ID NO:419), Figure 303 (SEQ ID NO-.421). Hgure 305 CSEQ ID 
NO:423), Figure 307 (SEQ ID NO:494), Figure 309 (SEQ ID NO:496). Figure 31 1 (SEQ ID NO:498), Figure 
313 (SEQ ID NO:500), Hgure 313 (SEQ ID NO-JQ2). Figure 317 (SEQ ID NO J04). Hgure 319 CSEQ ID 
NO:506), Figure 321 (SEQ ID NO:508). Hgure 323 (SEQ ID NO:5 10). Hgure 325 (SBQ ID NO:5 12). Hgure 
327 (SEQ ED NO:514) and Hgure 329 (SEQ ID NO:516). 

4. Isolated nucleic acid which comprises the full-length coding sequence of the DNA deposited 
under any ATCC accession number shown in Table 10. 

5. A vector comprising the nucleic add of Claim 1. 

6. The vector of Claim 5 operably linked to control sequences recognized by a host cell 
transformed with die vector. 

7. A host cell comprising the vector of Claim 5. 

8. The host cell of Claim 7 wherein said cell is a CHO cell. 

9. The host cell of Claim 7 wherein said cell is an E. coll. 

10. The host cell of Claim 7 wherein said cell is a yeast cell. 
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11. A process for producing i PRO polypeptides comprising culturing the host cell of Claim 7 
under conditions suitable for expression of said PRO polypeptide and recovering said PRO polypeptide from 
the cdl culture. 

12. Isolated PRO polypeptide having at least 80 % sequence identity to an amino acid sequence 
selected from me group consisting of the amino add sequence shown in Figure 2 (SEQ ID NO:2), Figure 4 
(SEQ ID NO:6), Figure 6 (SEQ ID NO-.8). Figure 9 (SEQ ID NO:14), Figure 12 (SEQ ID NO:20). Figure 
15 (SEQ ID NO:23), Figure 18 (SEQ ID NO:28), Figure 20 (SEQ ID NO:30). Figure 23 (SEQ ID N&33). 
Figure 25 (SEQ ID N(h36), Figure 27 (SEQ ID NO:41). Figure 30 (SEQ ID NO:47), Figure 32 (SEQ ID 
NO:52), Figure 34 (SEQ ID NO:57). Figure 36 (SEQ ID NO:62). Figure 38 (SEQ ID N0-.67), Figure 41 
(SEQ ID NO:73), Figure 47 (SEQ ID NO: 84). Figure 49 (SEQ ID NCfcSS), Figure 51 (SEQ ID NO:97), 
Figure 53 (SEQ ID NO:99), Figure 57 (SEQ ID NO:103), Figure 64 (SEQ ID NO:l 13), Figure 66 (SEQ ID 
NO: 115), Figure 68 (SEQ ID 110:117), Figure 70 (SEQ ID NO: 119). Figure 72 (SEQ ID NO: 124). Figure 
74 (SEQ ID NO: 129), Figure 76 (SEQ ID NO: 135). Figure 79 (SEQ ID NO: 138), Figure 83 (SEQ ID 
NO: 146), Figure 85 (SEQ ID NO: 148), Figure 88 (SEQ ID NO: 151), Figure 90 (SEQ ID NO: 153), Figure 
93 (SEQ D> NO: 156), Figure 95 (SEQ ID NO: 158). Figure 97 (SEQ ID NO: 160), Figure 99 (SEQ ID 
NO: 165), Figure 101 (SEQD>NO:167), Figure 103 (SEQ ID NO: 169), Figure 10S(SEQIDNO:171), Figure 
109 (SEQ ID NO: 175), Figure 111 (SEQ ID NO: 177), Figure 113 (SEQ ID NO:179), Figure 115 (SEQ ID 
NO:181). Figure 117 (SEQ ID NO. 183), Figure 120 (SEQ ID NO: 189), Figure 122 (SEQ ID NO: 194), Figure 
125 (SEQ ID NO: 197), Figure 127 (SEQ ID NO:199), Figure 129 (SEQ ID NO:201), Figure 131 (SEQ ID 
NO:203). Figure 133 (SEQ ID NO:205). Figure 135 (SEQ ID NO:207), Figure 137 (SEQ ID NO:209). Figure 
139 (SEQ ID NO:211), Figure 141 (SEQ ID NO:213), Figure 144 (SEQ ID NO:216), Figure 147 (SEQ ID 
NO:2I9). Figure 149 (SEQ ID N0221), Figure 151 (SEQ ID NO:223), Figure 153 (SEQ ID NO:225), Figure 
155 (SEQ ID NO:227). Figure 157 (SEQ ID NO:229), Figure 159 (SEQ ID NO:231), Figure 161 (SEQ ID 
NO:236), Figure 163 (SEQ ID NO:241), Figure 165 (SEQIDNO:246), Figure 167 (SEQIDNO:248), Figure 
169 (SEQ ID NO:250). Figure 171 (SEQ ID NCh253), Figure 174 (SEQ D> NO.256), Figure 176 (SEQ ID 
NO:258), Figure 178(SEQIDNO:260), Figure 180 (SEQ ID NO:262), Figure 182(SEQIDNO:264). Figure 
184 (SEQ ID NO:266). Figure 186 (SEQ ID NO:268). Figure 188 (SEQ ID NO:270), Figure 190 (SEQ ID 
NO:272), Figure 192(SEQIDNO:274), Figure 194 (SEQ ID NO:276), Figure 196(SEQIDNO:278), Figure 
198 (SEQ ID NO:281). Figure 200 (SEQ ID NO:283), Figure 202 (SEQ D> NO:285), Figure 204 (SEQ ID 
N0287), Figure 206 (SEQ IDNO:289), Figure 208 (SEQ ID NO:291), Figure 210 (SEQ ID NO:293). Figure 
212 (SEQ ID NO:295), Figure 214 (SEQ ID NO:297), Figure 216 (SEQ ID NO:299), Figure 218 (SEQ ID 
NO:301), Figure 220 (SEQ ID NO:303), Figure 226 (SEQ ID NO:309). Figure 228 (SEQ ID NO:314). Figure 
230 (SEQ ID NO:319), Figure 233 (SEQ ID NO:326), Figure 235 (SEQ ID NO:334), Figure 238 (SEQ ID 
NO340), Figure 240 (SEQ ID NO M5), Figure 242 (SEQ ID NO:347), Figure 244 (SEQ ID NO:349), Figure 
246 (SEQ ID NO:351), Figure 248 (SEQ ID NO:353), Figure 250 (SEQ ID NO:355). Figure 252 (SEQ ID 
NOJ57), Figure 254 (SEQ ID NO:359), Figure 256 (SEQ ID NO:361), Figure 258 (SEQ ID N0363), Figure 
260 (SEQ ID NO:365), Figure 262 (SEQ ID NO:367), Figure 264 (SEQ ID NO:369), Figure 266 (SEQ ID 
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N0371), Figure 268 (SEQ ID NO:373). Figure 270 (SEQ ID NO:375) , Figure 272 (SEQ ID NCh377), Figure 
274 (SEQ ID NO:379), Figure 276 (SEQ ID NOJ81). Figure 278 (SEQ ID NO-.387), Figure 280 (SEQ ID 
NCh389), Figure 282 (SEQ ID N0394), Figure 284 (SEQ ID NO:399), Figure 286 (SEQ ID NO:401), Figure 
288 (SEQ ID NO:403). Figure 290 (SEQ ID NO:408), Figure 292 (SEQ ID NO:410), Figure 294 (SEQ ID 
NO:412), Figure 296 (SEQ ID NCh414), Figure 298 (SEQ ID NO:4 16), Figure 300 (SEQ ID NO:41 8), Figure 
5 302 (SEQ ID NO:420), Figure 304 (SEQ ID NO:422), Figure 306 (SEQ ID N0424), Figure 308 (SEQ ID 
NCh495), Figure 310 (SEQ ID NO:497), Figure 3 12 (SEQIDNO:499), Figure 314 (SEQ ID NO:501), Figure 
316 (SEQ ID NO:503), Figure 318 (SEQ ID NO:505), Figure 320 (SEQ ID NO-JOT), Figure 322 (SEQ ID 
NO309). Figure 324 (SEQ ID NO J 11), Figure 326 (SEQ ID NO.513), Figure 328 (SEQ ID NO.515) and 
Figure 330 (SEQ ID NO:517). 

10 

a 13. Isolated PRO polypeptide having at least 80% sequence identity to the amino add sequence 

encoded by a nucleic acid molecule deposited under any ATCC accession number shown in Table 10. 

14. Achiii^k mole n i toconyrisingaDolypep 

15. The chimeric molecule of Claim 14 wherein said heterologous amino add sequence is an 
epitope lag sequence. 

* ■ 

20 16. The chimeric molecule of Claim 14 wherein said heterologous amino acid sequence is a Fc 

region of an immunoglobulin. 

17. An antibody which specifically binds to a PRO polypeptide according to Claim 12. 
25 18. The antibody of Claim 17 wherein said antibody is a monoclonal antibody. 



19. The antibody of Claim 17 wherein said antibody is a humanized antibody. 

20. The antibody of Claim 17 wherein said antibody is an antibody fragment. 

30 

21. An isolated nucleic acid molecule which has at least 80% sequence identity to a nucleic acid 
which comprises a nucleotide sequence selected from the group consisting of that shown in Figure 1 (SEQ ID 
NO:l), Figure 3 (SEQ ID NO:5), Figure 5 (SEQ ID NO:7). Figure 8 (SEQ ID NO:13), Figure 11 (SEQ ID 
NO.19), Figure 14 (SEQ ID NO-.22). Figure 17 (SEQ ID NO:27), Figure 19 (SEQ ID NO:29), Figure 22 

35 (SEQ ID N032), Figure 24 (SEQ ID NO:35), Figure 26 (SEQ ID NO:40), Figure 29 (SEQ ID NO:46). 
Figure 31 (SEQ ID NO 31), Figure 33 (SEQ ID NO:56), Figure 35 (SEQ ID NO:61). Figure 37 (SEQ ID 
NO:66), Figure 40 (SEQ ID NO:72), Figure 46 (SEQ ID NO:83), Figure 48 (SEQ ID NO:94), Figure 50 
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(SEQ ID NO:96), Figure 32 (SEQ ID NO.98), Figure 56 (SEQ ID NO: 102), Figure 63 (SEQ ID N0:112). 
Figure 65 (SEQ ID NO:l 14), Figure 67 (SEQ ID N0:116), Rgure 69 (SBQ ID N0:118), Figure 71 (SEQ 
ID NO:123). Figure 73 (SEQ ID NO: 128), Figure 75 (SEQ ID NO: 134). Figure 78 (SEQ ID NO: 137), Figure 
82 (SBQ ID NO: 145), Figure 84 (SEQ ID NO: 147), Figure 87 (SEQ ID NO: 150), Figure 89 (SEQ ID 
NO:152), Figure 92 (SEQ ID NO:155X Figure 94 (SBQ ID NO: 157), Figure 96 (SBQ ID NO: 159), Figure 
98 (SBQ ID NO: 164), Figure 100 (SEQ ID NO: 166). Figure 102 (SEQ ID NO: 168), Figure 104 (SEQ ID 
NO:170). Figure 108 (SEQ ID NO:174). Figure 1 10 (SEQ ID NO: 176). Figure 112 (SEQ ID NO: 178), Figure 
114 (SEQ ID NO: 180), Figure 116 (SEQ ID NO-.182), Figure 119 (SEQ ID NO: 188), Figure 121 (SEQ ID 
NO: 193), Figure 124 (SEQ ID NO: 1 96), Figure 126 (SEQ ID NO: 198). Figure 128 (SEQ ID NO-J200). Fignre 
130 (SEQ ID NO:202), Figure 132 (SBQ ID NO-.204), Figure 134 (SEQ ID NO206), Figure 136 (SEQ ID 
NO-.20S), Figure 138 (SEQ ID NO210), Figure 140 (SEQ IDN0212), Figure 143 (SEQ ID NCh215). Figure 
146 (SBQ ID NOi218), Figure 148 (SEQ ID NO320), Figure 150 (SEQ ID N0222), Fignre 152 (SEQ ID 
NO:224). Figure 154 (SEQED NO-.226). Figure 156 (SEQ ID N0228), Figure 158 (SEQ ID NO-.230), Figure 
160 (SEQ ID NCfc235), Figure 162 (SEQ ID NO240), Figure 164 (SEQ ID NO-.245), Fignre 166 (SEQ ID 
N0247). Figure 168 (SEQ ID NO:249), Figure 170 (SEQ ID HO-J252), Figure 173 (SEQ ID N0255). Figure 
175 (SEQ ID N0257), Figure 177 (SBQ ID NO:259), Figure 179 (SEQ ID NCh261), Figure 181 (SEQ ID 
NO:263), Figure 183 (SEQ ID NO-.265), Figure 185 (SEQ ID NO:267), Figure 187 (SEQ ID NO-.269), Figure 
189 (SEQ ID NO:271), Rgure 191 (SEQ ID NO:273). Rgure 193 (SEQ ID NOS75), Rgure 195 (SEQ ID 
N0:277), Rgure 197 (SEQ ID NO:280), Figure 199 (SEQ ID N0382), Rgure 201 (SEQ IDNO:284). Rgure 
203 (SEQ ID NO:286), Rgure 205 (SEQ ID NO:288), Rgure 207 (SEQ ID NO:290). Rgure 209 (SEQ ID 
NO:292), Figure 211 (SEQ ID NO:294), Rgure213 (SEQ ID NO:296), Rgure 215 (SEQ ID NO:298), Figure 
217 (SEQ ID NO:300), Rgure 219 (SEQ ID NO:302). Rgure 225 (SEQ ID NO:308). Rgure 227 (SEQ ID 
NO:3 13). Rgure 229 (SEQ ID NO:3 18). Rgure 232 (SEQ ID NO:325). Rgure 234 (SEQ ID NO:333). Figure 
237 (SEQ ID NO:339), Rgure 239 (SEQ ID NO:344). Rgure 241 (SEQ ID NO:346). Rgure 243 (SEQ ID 
NO.348), Figure 245 (SEQ ID NO350), Rgure 247 (SBQ ID NO:352), Rgure 249 (SEQ ID NO: 354), Rgure 
251 (SEQ ID NO:356), Rgure 253 (SEQ ID NO:358), Rgure 255 (SEQ ID NO:360), Figure 257 (SEQ ID • 
NO:362), Rgure 259 (SEQ ID NO:364), Rgure 261 (SEQ ID NO:366). Rgure 263 (SEQ ID NO:368). Rgure 
265 (SEQ ID NO:370), Rgure 267 (SEQ ID NO:372). Figure 269 (SEQ ID NO:374), Rgure 271 (SEQ ID 
NO:376), Rgure 273 (SEQ ID NO 378). Rgure 275 (SEQIDNO:380), Rgure 277 (SEQ ID NCh386), Figure 
279 (SEQ ID NO:388). Figure 281 (SEQ ID NO:393), Rgure 283 (SEQ ID NO:398), Rgure 285 (SEQ ID 
NO:400). Figure 287 (SEQ ED NO:402), Figure 289 (SEQ ID NO:407), Rgure 291 (SEQ ID NO:409). Figure 
293 (SEQ ID NO:411), Rgure 295 (SEQ ID NO.-413), Rgure 297 (SBQ ID NO:415). Rgure 299 (SEQ ID 
NO:417), Figure 301 (SEQ ID NO:419), Figure 303 (SEQ ID NO:421). Rgure 305 (SEQ ID NO: 423), Figure 
307 (SEQ ID NO:494), Figure 309 (SEQ ED NO:496), Figure 31 1 (SEQ ID NO:498). Rgure 313 (SEQ ED 
NO:500), Figure 315 (SBQ ED NO-.502). Rgure 3 17 (SEQ ID NO:504), Rgure 319 (SBQ ID NO:506), Rgure 
321 (SEQ ID NO:508), Figure 323 (SEQ ID NO:510), Figure 325 (SEQ ID NO:512), Rgure 327 (SBQ ED 
NO:514) and Rgure 329 (SEQ ID NO-.516). 
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22. An iTOlatnt pH»fr- ?^ ™a1«ii1» mhirh h» «t i*«i sng scqueiccktaililytothefulMcagth 
coding sequence oft nucleotide sequence selected from the group consisting of that shown in Figure 1 (SEQ 
IDNOrl), Figure 3 (SEQ ID N&5), Figure 5 (SEQ ID NO:7), Figure 8 (SEQ TO NO: 13), Figure 11 (SEQ 
ID NO-.19), Figure 14 (SEQ ID NO-J2). Figure 17 (SEQ ID NO.27). Figure 19 (SEQ ID NO-.29), Figure 22 
(SEQ H> NO:32). Figure 24 (SEQ ID NO J5). Figure 26 (SEQ ID NO:40), Figure 29 (SEQ ED NO:46), 
5 Figure 31 (SEQ ID NO.51), Figure 33 (SEQ ID NO:56), Figure 33 (SEQ ID N061), Figure 37 (SEQ ID 
NO-.fi). Figure 40 (SEQ ID NO:72), Figure 45 (SEQ ID N083), Figure 48 (SEQ ID NO:94). Figure 50 
(SEQ ID NO:96), Figure 52 (SEQ ID NO.98), Figure 56 (SEQ ED NO: 102), Figure 63 (SEQ ID NO: 1 12), 
Figure 65 (SEQ ED NOtlM), Figure 67 (SEQ ID NO: 116), Figure 69 (SEQ ID NOtllS), Figure 71 (SEQ 
ID NO: 123), Figure 73 (SEQ E> NO: 128), Figure 75 (SEQ ID NO: 134), Figure 78 (SEQ ID NO: 137), Figure 

10 82 (SEQ ID NO. 145), Figure 84 (SEQ ID NO-.147), Figure 87 (SEQ ED NO.150), Figure 89 (SEQ ID 
NO: 152), Figure 92 (SEQ ID NChl55), Figure 94 (SEQ ID NO: 157), Figure 96 (SEQ ID NO: 159), Figure 
98 (SEQ ID NO: 164), Figure 100 (SEQ ID NCh 166), Figure 102 (SEQ D> NO. 168), Figure 104 (SEQ ID 
NO:170). Figure 108 (SEQ ID NO: 174). Figure 1 10 (SEQ ID NO: 176). Figure 1 12 (SEQ ID NO: 178), Figure 
114 (SEQ ID NO: 180), Figure 116 (SEQ ID NO: 182), Figure 119 (SEQ ID NO: 188). Figure 121 (SEQ ID 

15 NO: 193), Figure 124 (SEQ ID NO:196). Figure 126 CSEQ ID NO: 198), Figure 128 (SEQ D> NO:200). Figure 
130 (SEQ ID NCh202), Figure 132 (SEQ ID NO:204), Figure 134 (SEQ ID NO.206), Figure 136 (SEQ ID 
NO208), Figure 138 (SEQ ID NO-.210), Figure 140(SEQID N0212), Figure 143 (SEQ ID NO:215), Figure 
146 (SEQ ID NO:218), Figure 148 (SEQ U> NO:220), Figure 150 (SEQ ID NCh222), Figure 152 (SEQ ID 
NO:224), Figure 154 (SEQ ID NO:226), Figure 156 (SEQ ID NO:228), Figure 158 (SEQ ID NO:230), Figure 

20 160 CSEQ ID NO:235), Figure 162 (SEQ ID NO:240), Figure 164 (SEQ ID NO:245), Figure 166 (SEQ ID 
NO:247), Figure 168 (SEQ ID NO:249), Figure 170 (SEQ ID NO:252), Figure 173 (SEQ ID NO:255), Figure 
175 (SEQ ID NO:257). Figure 177 (SEQ ID NO:259), Figure 179 (SEQ ID NO:261). Figure 181 (SEQ ID 
NO:263), Figure 183 (SEQ ID NO:2d5). Figure 185 (SEQ ID NO:267), Figure 187 (SEQ ID NO:269), Figure 
189 (SEQ ID NO:271), Figure 191 (SEQ ID NO:273), Figure 193 (SEQ ID NO:275), Figure 195 (SEQ ID 

25 N0277). Figure 197 (SEQIDNO280), Figure 199 (SEQ ID NO: 282), Figure 201 (SEQ ID NO:284), Figure 
203 (SEQ ID NO:286). Figure 205 (SEQ ID NO.-288). Figure 207 (SEQ ED NO:290). Figure 209 (SEQ ID 
NO:292), Figure2U (SEQIDNO:294), Figure 213 (SEQ ID NO:296), Figure 215 (SEQ ID NO: 298), Figure 
217 (SEQ ID NO:300). Figure 219 (SEQ ID NO:302), Figure 225 (SEQ ID NO:308). Figure 227 (SEQ ID 
NO-J13), Figure 229 (SEQ ID N0318), Figure 232 (SEQ ED NO:325). Figure 234 (SEQ ID NO:333), Figure 

30 237 (SEQ ID NO:339), Figure 239 (SEQ ID NO:344), Figure 241 (SEQ ID NO-J46), Figure 243 (SEQ ID 
NO:348), Figure 245 (SEQ ED NO:350), Figure 247 (SEQ ID NO: 352), Figure 249 (SEQ ID NO:354), Figure 
251 (SEQ ID NO:356), Figure 253 (SEQ ID NO:358), Figure 255 (SEQ H> NO:360), Figure 257 (SEQ ID 
NO:362), Figure 259 (SEQ ID NO:364). Figure 261 (SEQ ID NO:366), Figure 263 (SEQ ID NO:368), Figure 
265 (SEQ ID NO:370), Figure 267 (SEQ ID NO:372), Figure 269 (SEQ ID NO-374), Figure .271 (SEQ ID 

35 NOJ76), Figure 273 (SEQ ID NO:378), Figure 275 (SEQ ID NO380), Figure 277 (SEQ H>NO:386), Figure 
279 (SEQ ID NO:388), Figure 281 (SEQ ID N0393), Figure 283 (SEQ ID NO.398), Figure 285 (SEQ ID 
NO:400), Figure 287 (SEQ IDNO:402), Figure 289 (SEQ ID NO:407), Figure 291 (SEQ ID NO:409), Figure 
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293 (SEQ ID NO:411), Figure 295 (SEQ ID NO:413). Figure 297 (SEQ ID NO:415), Figure 299 (SEQ ID 
NO:417), Hgure301 (SEQ ID NO:419), Figure 309 (SEQ ID NO:42 1), Figure 305 (SEQIDNO:423), Figure 
307 (SEQ ID NO:494), Figure 309 (SEQ ID NCk496). Figure 311 (SEQ ID NCfc498), Figure 313 (SEQ ID 
NO500X Hgure315(SEQID NO:502), Figure 3 17 (SEQ ID NO:504), Figure 3 19 (SEQ ID NO:506), Figure 
321 (SEQ ID NO-JOS), Figure 323 (SEQ ID NO:510). Figure 325 (SEQ ID NO-.512), Figure 327 (SEQ ID 
NO£14) and Figure 329 (SEQ ID NO:516). 

23. An isolated extracellular domain of of PRO polypeptide. 

24. An isolated PRO polypeptide lacking itt associated signal peptide 

^ 25. An isolated polypeptide having at least about 80% amino add sequence identity to an 

ejotarrthiltr domain of of FRO polypeptide. 

26. An isolated polypeptide having it least about 80% amino acid sequence identity to a PRO 
polypeptide lacking itt associated signal peptide. 

27. Isolated nucleic acid having at least 80% nucleic add sequence identity to: 

(a) a nucleotide sequence encoding the polypeptide shown in Figure 2 (SEQ ED NO:2), Figure 
4 (SEQ ID NO:6), Figure 6 (SEQ ID NO:8), Figure 9 (SEQ ID NO: 14), Figure 12 (SEQ ID NO:20), Figure 
15 (SEQ ID NO:23). Figure 18 (SEQ ID NO:28). Figure 20 (SEQ ID NO:30), Figure 23 (SEQ ID NO:33), 
Figure 25 (SEQ ID NO:36). Figure 27 (SEQ ID NO:41), Figure 30 (SEQ ID NO:47), Figure 32 (SEQ ID 
NO:52), Figure 34 (SEQ ID NO:57). Figure 36 (SEQ ID NO:62), Figure 38 (SEQ ID NO:67). Figure 41 
(SEQ ID NO:73), Figure 47 (SEQ ID NO:84). Figure 49 (SEQ ID NO.-95), Figure 51 (SEQ ID NO:97). 
Figure 53 (SEQ ID N099), Figure 57 (SEQ ID NO: 103), Figure 64 (SEQ ID NO:l 13), Figure 66 (SEQ ID 
NO.115). Figure 68 (SEQ ID NO:l 17), Figure 70 (SEQ ID NO: 1 19), Figure 72 (SEQ ID NO: 124), Figure 
74 (SEQ ID NO:129), Figure 76 (SEQ ID NO:135), Figure 79 (SEQ ID NO:138), Figure 83 (SEQ ID 
NO: 146), Figure 85 (SEQ ID NO: 148), Figure 88 (SEQ ID NO: 151), Figure 90 (SEQ ID NO: 153), Figure 
93 (SEQ ID NO:156), Figure 95 (SEQ ID NO:158), Figure 97 (SEQ ID NO:160), Figure 99 (SEQ ID 
NO: 165), Figure 101 (SEQ ID NO: 167), Figure 103 (SEQ ID NO: 169), Figure 105 (SEQ ID NO: 171), Figure 
109 (SEQ ID NO: 175), Figure 111 (SEQ ID NO: 177), Figure 113 (SEQ ID NO: 179), Figure 115 (SEQ ID 
NO:181), Figure 1 17 (SEQ ID NO: 183). Figure 120(SEQ IDNO:189), Figure 122 (SEQ ID NO: 194), Figure 
125 (SEQ ID NO: 197), Figure 127 (SEQ ID NO: 199), Figure 129 (SEQ ID NO:201), Figure 131 (SEQ ID 
NO:203), Figure 133 (SEQ ID NO:205), Figure 135 (SEQ ID NO:207), Figure 137 (SEQ ID NO:209), Figure 
139 (SEQ ID NO:2U), Figure 141 (SEQ ID N0213), Figure 144 (SEQ ID NO:216), Figure 147 (SEQ ID 
N02I9), Figure 149 (SEQ ID NO:221), Figure 151 (SEQ ID NO:223). Figure 153 (SEQ ID NO:225), Figure 
155 (SEQ ID NO:227), Figure 157 (SEQ ID NO:229), Figure 159 (SEQ ID NO:231), Figure 161 (SEQ ID 
NO:236), Figure 163 (SEQ ID NO:241), Figure 165 (SEQ ID NO:246), Figure 167 (SEQ ID NO:248). Figure 
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169 (SEQ ID NO-.250), Figure 171 (SEQ ID NCh253), Figure 174 (SEQ ID NO:256), figure 176 (SEQ ID 
NO:258), Figure 178 (SEQ ID NO:260), Figure 180 (SEQ ID N0262), Figure 182(SEQIDNO:264), Figure 
184 (SEQ ID NO:266), Figure 1 86 (SEQ ID N0268), Figure 188 (SEQ ID NO270). Figure 190 (SEQ ID 
NCh272), Figure 192 (SEQ ID NCh274), Figure 194(SEQ1D NO:276), Figure 196(SEQff>NO:278). Figure 
198 (SEQ ID NCh281). Figure 200 (SEQ ID N0283), Figure 202 (SEQ ID NO:285), Figure 204 (SEQ ID 
N0287), Figure 206 (SEQ ID NO:289), Figure 208 (SEQ ID NO:291), Figure 210 (SEQ ID NO:293), Figure 
212 (SEQ ID NCh295). Figure 214 (SEQ ID NO:297), Figure 216 (SEQ ID NO:299), Figure 218 (SEQ ID 
NOJ01), Figure 220 (SEQ ID NO-.303), Figure 226 (SEQ ID NO:309), Figure 228 (SEQ ID NO^ 14), Figure 
230 (SEQ ID NCh3 19). Figure 233 (SEQ ID NO-326), Figure 23S (SEQ ID N&334). Figure 238 (SEQ ID 
NO:340). Figure 240 (SEQ ID NO:345), Figure 242 (SEQ ID tiOMT), Figure 244 (SEQ ID NO-349), Figure 
246 (SEQ ID NO:35 1), Figure 248 (SEQ ID NCH353), Figure 250 (SEQ ID N0355). Figure 252 (SEQ ID 
^ N0357). Figure 254 (SEQ ID NO-J59). Figure 256 (SEQ ID NO-361), Figure 258 (SEQ ID NOS63), Figure 
260 (SEQ ID NO-365), Figure 262 (SEQ ID N0367), Figure 264 (SEQ ID N0369), Figure 266 (SEQ CO 
NO-.371). Figure 268 (SEQ ID NOJ73), Figure 270 (SEQ ID NCH375). Figure 272 (SEQ ID N0377), Figure 
274 (SEQ ID N0379), Figure 276 (SEQ ID NO:381), Figure 278 (SEQ ID NO-387), Figure 280 (SEQ ID 
NO:389), Figure 282 (SEQ ED NO:394), Figure 284 (SEQ ID NO:399), Figure 286 (SEQ ID NO:401), Figure 
288 (SEQ ID NO-.403). Figure 290 (SEQ ID NO:408), Figure 292 (SEQ ID NO:410), Figure 294 (SEQ ID 
NOt4l2). Figure 296 (SEQ ID NO:4 14), Figure 298 (SEQ ID NO:4 16). Figure 300 (SEQ ID NO:4 18), figure 
302 (SEQ ID NO:420), Figure 304 (SEQ DDNO.422), Figure 306 (SEQ ID NO:424), Figure 308 (SEQ ID 
NO:495), Figure 310 (SEQ ID NO:497), figure 312 (SEQ ID NO:499), Figure 314 (SEQ ID NO:501), Figure 
316 (SEQ ID NO:503), Figure 318 (SEQ 03 NO:505), Figure 320 (SEQ ID NO:507), Figure 322 (SEQ ID 
NO:509), figure 324 (SEQ ID NO:511), figure 326 (SEQ ID NO:5 13). Figure 328 (SEQ ID NO:515) or 
figure 330 (SEQ ID NO:517), lacking its associated signal peptide; 

(b) a nucleotide sequence encoding an extracellular domain of the polypeptide shown in Figure 
2 (SEQ ID NO:2). figure 4 (SEQ ID NO:6). Figure 6 (SEQ ID NO:8). Figure 9 (SEQ ID NO:14), figure 
12 (SEQ ID NO:20), figure 15 (SEQ ID NO:23), figure 18 (SEQ ID NO:28). Figure 20 (SEQ ID NO:30). 
figure 23 (SEQ ID NO:33), figure 25 (SEQ ID NO:36), figure 27 (SEQ ID NO:41). figure 30 (SEQ ID 
NO:47), Figure 32 (SEQ ID NO:52), figure 34 (SEQ ID NO:57), figure 36 (SEQ ID NO:62), figure 38 
(SEQ ID NO:67), Figure 41 (SEQ ID NO:73). figure 47 (SEQ ID NO:84), figure 49 (SEQ ID NO:95), 
figure 51 (SEQ ID NO:97), Figure 53 (SEQ ID NO:99), figure 57 (SEQ ID NO: 103), figure 64 (SEQ ID 
NO:113), Figure 66 (SEQ ID NO: 115), figure 68 (SEQ ID NO; 1 17), Figure 70 (SEQ ID NO:119), Figure 
72 (SEQ ID NO:124), figure 74 (SEQ ID NO:129). figure 76 (SEQ ID NO:135), figure 79 (SEQ ID 
NO: 138), Figure 83 (SEQ D> NO:146), Figure 85 (SEQ ID NO:148), Figure 88 (SEQ ID NO:151), Figure 
90 (SEQ ID NO:153), Figure 93 (SEQ ID NO:156), figure 95 (SEQ ID NO:158), figure 97 (SEQ ID 
NO.160). figure 99 (SEQ ID NO: 165), Figure 101 (SEQ ID NO: 167), figure 103 (SEQ ID NO:169), figure 
105 (SEQ ID NO: 171), figure 109 (SEQ ID NO:175). figure 111 (SEQ ID NO:177), Figure 113 (SEQ ID 
N&179), Figure 1 15 (SEQ n> NO. 181), Figure 117 (SEQ ID NO: 183), Figure 120 (SEQ D> NO: 189), Figure 
122 (SEQ tt> NO:194). figure 125 (SEQ ID NO:197), Figure 127 (SEQ ID NO:199), figure 129 (SEQ ID 
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NO-JOl), Figure 131 (SEQIDNO203). Figure 133(SEQEDN(h205), Figure 135 (SEQIDNO.207), Figure 
137 (SEQ ID NO209), Figure 139 (SEQ ID NCh211). Figure 141 (SEQ ID N0213X Figure 144 (SEQ ID 
N0^6),Hgurel47(SEQroN<«19),I^149<^ 

153 (SEQ ID NO:225), Figure 155 (SEQ ID NO:227), Figure 157 (SEQ ID NO-.229), Figure 159 (SEQ ID 
NO£31), Figure 161 (SEQIDNO:236), Figure 163 (SEQIDNCh241X Figure 165 (SEQ ID NCh246). Figure 
5 167 (SEQ ID NO:248). Figure 169 (SEQ ID NO:250). Figure 171 (SEQ ID NO-.253). Figure 174 (SEQ ID 
NO:256). figure 176 (SEQ ID NO-.258), Figure 178 (SEQ ID NO:260), Figure 180 (SEQ ID N0262), Figure 
181 (SEQ ID NO:264), Figure 184 (SEQ ID NO:266), Figure 186 (SEQ ID NO.268), Figure 188 (SEQ ID 
NO&70), Figure 190 (SEQ ID NO&72), Figure 192 (SEQ ID NO£74), Figure 194 (SEQ ID N0376), Figure 
196 (SEQ ID NO:278), Figure 198 (SEQ ID NO: 28 1 ), Figure 200 (SEQ ID NO.283), Figure 202 (SEQ ID 

10 NO.285). Figure 204 (SEQ ID NO:287). Figure 206 (SEQ ED NO-.289). Figure 208 (SEQ ID NO:291), Figure 
^ 210 (SEQ ID NO-.293), Figure 212 (SEQ ID NO-J295), Figure 214 (SEQ ID N0297), Figure 216 (SEQ ID 
NO-.299), Figure 218 (SEQ ID NO-J01). Figure 220 (SEQ ID NO303). Figure 226 (SEQ ID NO-.30?), Figure 
228 (SEQ ID NO:314), Figure 230 (SEQ ID NO*J19), Figure 233 (SEQ ID NOt326), Figure 233 (SEQ ID 
NO-.334), Figure 238 (SEQ ID NO-.340). Figure 240 (SEQ ID NO.345). Figure 242 (SEQ ID NO-.347), Figure 

15 244 (SEQ ID N0349). Figure 246 (SEQ ID NO-.351), Figure 248 (SEQ ID N0353). Figure 250 (SEQ ID 
NO:355). Figure 252 (SEQ ID NOt357). Figure 254 (SEQ ED NO.359). Figure 256 (SEQ ID NO£61), Figure 
258 (SEQ ID NO:363). Figure 260 (SEQ ED UO-365), Figure 262 (SEQ ID NO-.367). Figure 264 (SEQ ID 
NO:369), Figure 266 (SEQ ID NO:371). Figure 268 (SEQ ID NO:373). Figure 270 (SEQ ID NO:375). Figure 
272 (SEQ ID NO:377), Figure 274 (SEQ ID NO:379), figure 276 (SEQ ID NO:381), figure 278 (SEQ ID 

20 NO:387), figure 280 (SEQ ID NO:389), Figure 282 (SEQ ID NO:394), figure 284 (SEQ ID NO:399), Figure 
286 (SEQ ID NO:401), figure 288 (SEQ ID NO:403), figure 290 (SEQ ID NO:408). figure 292 (SEQ ID 
NO:410), figure 294 (SEQ ID NO:412), Figure 296 (SEQ ID NO:414), Figure 298 (SEQ ID NO:416), figure 
300 (SEQ ED NO:418), Figure 302 (SEQ ID NO:420), Figure 304 (SEQ ID NO:422), figure 306 (SEQ ID 
NO:424), figure 308 (SEQ ID NO:495), Figure 310 (SEQID NO:497), Figure 312 (SEQ ID NO.-499), Figure 

25 314 (SEQ ID NOMi), Figure 316 (SEQ ID NO-J03). figure 318 (SEQ ID NO-J05), Figure 320 (SEQ ID 
NO:507), Figure 322 (SEQ ID NO:509), Figure 324 (SEQID N0:51 1), Figure 326 (SEQ ID NO:5 13). Figure 
328 (SEQ ID NO:515) or figure 330 (SEQ ID NO:517), with its associated signal peptide; or 

(c) a nucleotide sequence encoding an extracellular domain of the polypeptide shown in Figure 
2 (SEQ ID NO:2), figure 4 (SEQ ID NO:6), Figure 6 (SEQ ID NO:8), Figure 9 (SEQ ID NO: 14), Figure 

30 12 (SEQ ID NO:20). figure 15 (SEQ ID N023), Figure 18 (SEQ ID NO:28), Figure 20 (SEQ ID NO:30), 
Figure 23 (SEQ ID NO:33), Figure 25 (SEQ ID NO:36), Figure 27 (SEQ ID NO:41), figure 30 (SEQ ID 
NO:47). Figure 32 (SEQ ID NO:52), figure 34 (SEQ ID NO:57), Figure 36 (SEQ ID NO:62), Figure 38 
(SEQ ID NO:67), Figure 41 (SEQ ID NO:73), figure 47 (SEQ ID NO:84), Figure 49 (SEQ ID NO:95), 
Figure 51 (SEQ ID NO-.97), Figure 53 (SEQ ID NO:99), figure 57 (SEQ ID NO: 103). figure 64 (SEQ ID 

35 NO:113). figure 66 (SEQ ID NO:115). Figure 68 (SEQ ID NO:l 17), Figure 70 (SEQ ID NO:119). Figure 
72 (SEQ D> NO:124). Figure 74 (SEQ ID NO:129), figure 76 (SEQ ID NO.135), figure 79 (SEQ ID 
NO:138), Figure 83 (SEQ ID NO:146). Figure 85 (SEQ ID NO:148). Figure 88 (SEQ ID NO: 151), figure 
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90 (SEQ ID NO: 153), Figure 93 (SEQ ID NO: 156), Figure 95 (SEQ ID NO: 158), Rgure 97 (SEQ ID 
NO: 160). Figure 99 (SEQ ID NO: 165), Figure 101 (SEQ ID NO: 167), Rgure 103 (SEQ ID NO: 169), Figure 
105 (SEQID NO: 171). Figure 109 (SEQ ID NO: 175), Rgure 111 (SEQ ID NO: 177), Figure 113 (SEQ ID 
NO: 179), Figure 1 15 (SEQ ID NO: 181), Figure 117 (SEQ ID NO-.183), Figure 120 (SEQ ID NCfcl89), Figure 
122 (SEQ ID NO: 194), Figure 125 (SEQ ID NO: 197), Figure 127 (SEQ ID NO: 199). Figure 129 (SEQ ID 
5 NO-.201), Figure 131 (SEQ ID NO:203), Figure 133 (SEQ ID NO:205), Figure 135 (SEQ ID NO:207), Rgure 
137 (SEQ ID NO-.209). Figure 139 (SEQ ID N021 1), Figure 141 (SEQ ID N0313), Figure 144 (SEQ D> 
N0316), Rgure 147 (SEQ ID NO£19), Figure 149 (SEQ ID N0221), Figure 151 (SEQIDNO:223), Figure 
153 (SEQ ID NO:225), Figure 155 (SEQ ID N0227), Figure 157 (SEQ ID N0329). Figure 159 (SEQ ID 
N&231X Figure 161 (SEQ ID NO-.236), Rgure 163 (SEQID NO:241). Rgure 165 (SEQ ED NO:246). Figure 

10 167 (SEQ ID N0248). Figure 169 (SEQ ID NO250). Figure 171 (SEQ ID N0253). Figure 174 (SEQ ID 
NO-.256), Rgure 176(SEQ ID NO-.258), Rgure 178 (SEQ ID NO-.260), Figure 180 (SEQ ID NO:262), Figure 
182 (SEQ ID NO:264), Figure 184 (SEQ ID NO-.266), Rgure 186 (SEQ ID N0268), Rgure 188 (SEQ ID 
NO270), Figure 190(SBQID NCK272), Rgure 192 (SEQID N0274), Figure 194(SEQIDNO:276), Rgure 
196 (SEQ ID N0278), Rgure 198 (SEQ ID N0281). Figure 200 (SEQ ID NCH283). Rgure 202 (SEQ ID 

15 NO:285), Rgure 204 (SEQ ID NO:287), Figure 206 (SEQ ID NO:289), Figure 208 (SEQ ID NO:291), Figure 
210 (SEQ ID NO:293), Rgure 212 (SEQ ID NO:295). Rgure 214 (SEQ ID NO-.297), Rgure 216 (SEQ ID 
NO-.299), Rgure 218 (SEQ ID NO-.301), Rgure 220 (SEQ ID NO:303), Figure 226 (SEQ ID NO.309), Figure 
228 (SEQ ID NO J 14), Rgure 230 (SEQ ID NO-J 19). Rgure 233 (SEQ ID N0326). Rgure 235 (SEQ ID 
NO:334), Figure 238 (SEQ ID NO:340), Rgure 240 (SEQ ID NO:345), Rgure 242 (SEQ ID NO:347), Rgure 

20 244 (SEQ ID NO:349), Rgure 246 (SEQ ID NO:351), Rgure 248 (SEQ ID NO:353), Rgure 250 (SEQ ID 
NO:355), Figure 252 (SEQ ED NO:357). Rgure 254 (SEQID NO:359). Rgure 256 (SEQ ID NO:361), Rgure 
258 (SEQ ID NO:363), Rgure 260 (SEQ ID NO:365), Figure 262 (SEQ ID NO:367), Figure 264 (SEQ ID 
NO-.369), Rgure 266 (SEQ ID NO:371), Rgure 268 (SEQID NO:373). Rgure 270 (SEQ ID NO:375), Figure 
272 (SEQ ID NO:377), Rgure 274 (SEQ ID NO-J79), Rgure 276 (SEQ ID NO-381), Rgure 278 (SEQ ID 

25 NO-387), Figure 280 (SEQ ID NCh389), Rgure 282 (SEQ ID NO:394). Figure 284 (SEQ ID NO:399). Figure 
286 (SEQ ID NO:401), Rgure 288 (SEQ ID NCh403), Rgure 290 (SEQ ID NO:408), Rgure 292 (SEQ ID 
NO:410), Rgure 294 (SEQ ID NO:412), Rgure 296 (SEQ ID NO:414), Rgure 298 (SEQ ID NO:416), Rgure 
300 (SEQ ID NO:418), Rgure 302 (SEQ ID NO:420), Rgure 304 (SEQ ID NO:422), Rgure 306 (SEQ 00 
NO:424), Figure 308 (SEQ ID N0495). Rgure 310 (SEQID NO:497), Rgure 312 (SEQ ID NO:499), Rgure 

30 314 (SEQ ID NO:501), Rgure 316 (SEQ ID NO:503), Rgure 318 (SEQ ID NO305), Rgure 320 (SEQ ID 
NO:507), Rgure 322 (SEQ ID NO:509), Rgure 324 (SEQ ID NO:51 1). Rgure 326 (SEQ ID NO:5 1 3), Rgure 
328 (SEQ ID NO:515) or Rgure 330 (SEQ ID NO:517), lacking its associated signal peptide. 

28. An isolated polypeptide having at least 80% amino acid sequence identity to: 
35 (a) the polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ ID NO:6), Rgure 6 (SEQ 

ID NO:8), Rgure 9 (SEQ ID NO:14), Figure 12 (SEQ ID NO:20), Rgure 15 (SEQ ID NO:23), Rgure 18 
(SEQ ID NO:28), Rgure 20 (SEQ ID NO-JO), Rgure 23 (SEQ ID NO:33), Rgure 25 (SEQ ID NO:36). 
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Figure 27 (SEQ ID NCfc41), Figure 30 (SEQ ID NO:47), Figure 32 (SEQ ID NO:52), Figure 34 (SEQ ID 
N037), Figure 36 (SEQ ID NO:62). Figure 38 (SEQ ID NO:67), Figure 41 (SEQ ID NO:73), Figure 47 
(SEQ ID NO:84). Rgnre 49 (SEQ ID NO:95), Figure 51 (SEQ ID NO:97), Figure 53 (SEQ ID NO:99). 
Figure 57 (SEQ ID NO:103). Figure 64 (SEQ ID NO:113). Figure 66 (SEQ ID NO; 115), Figure 68 (SEQ 
ID NO: 117). Figure 70 (SEQ ID NO: 119), Figure 72 (SEQ ID NO: 124), Figure 74 (SEQ ID NO: 129), Figure 
5 76 (SEQ ID NO: 135). Figure 79 (SEQ ID NO: 138), Figure 83 (SEQ ID NO: 146), Figure 85 (SEQ ID 
NChl48). Figure 88 (SEQ ID NO: 151). Figure 90 (SEQ ID NO: 153), Figure 93 (SEQ ID NO: 156), Figure 
95 (SEQ ID NO: 158), Figure 97 (SEQ ID NO: 160), Figure 99 (SEQ ID NO: 165), Figure 101 (SEQ ID 
NO: 167), Figure 103 (SEQ ID NO: 169), Figure 103 (SEQ ID NO: 17 1). Figure 109 (SEQ ID NO: 173), Figure 
111 (SEQ ID NO:177), Figure 113 (SEQ ID NO: 179). Figure 115 (SEQ ID NO:181), Figure 117 (SEQ ID 

10 NO:183), Figure 120 (SEQH>N0:189), Figure 122(SEQID NO:194). Figure 125 (SEQ ID NO: 197), Figure 
127 (SEQ ID NO: 199), Figure 129 (SEQ ID NO-.201), Figure 131 (SEQ ID NO303), Figure 133 (SEQ ID 
NO205), Figure 135 (SEQ ID NO.207). Figure 137 (SEQ ID HOJ209), Figure 139 (SEQ ID N021 1). Figure 
141 (SEQ ID NO:213), Figure 144 (SEQ ID NO.216), Figure 147 (SEQ ID NCfc219), Figure 149 (SEQ ID 
N0221). Figure 151 (SEQ ID NO:223), Figure 153 (SEQ ID NO:225), Figure 155 (SEQ ID NCh227), Figure 

15 157 (SEQ ID NO:229), Figure 159 (SEQ ID NO:231), Figure 161 (SEQ ID NO:236), Figure 163 (SEQ ID 
N0341), Figure 165 (SEQ ID NO£46), Figure 167 (SEQ ID N0348), Figure 169 (SEQ ID NO:250), Figure 
171 (SEQ ID NO: 253), Figure 174 (SEQ ID NO:256). Figure 176 (SEQ ID NO:258), Figure 178 (SEQ ID 
NO260), Figure 180 (SEQ ID NO:262), Figure 182 (SEQ ID N0364). Figure 184 (SEQ ID NO:266), Figure 
186 (SEQ ID NO:268), Figure 188 (SEQ ID NO:270). Figure 190 (SEQ ID NO:272), Figure 192 (SEQ ID 

20 NO:274), Figure 194 (SEQ ID NO:276), Figure 196 (SEQ ID NO:278), Figure 198 (SEQ ID NO:281), Figure 
200 (SEQ ID NO:283), Figure 202 (SEQ ID NO:285), Hgure 204 (SEQ ID NO:287). Figure 206 (SEQ ID 
NO:289), Figure 208 (SEQ ID NO:291), Figure 210 (SEQ ID NO:293), Figure 212 (SEQ IDNO:295), Figure 
214 (SEQ ID NO:297). Figure 216 (SEQ ID NO.-299), Figure 218 (SEQ ID NO:301), Figure 220 (SEQ ID 
NO-303), Figure 226 (SEQ ID NO:309), Figure 228 (SEQ ID NO:314), Figure 230 (SEQ ID NCh319), Figure 

25 233 (SEQ ID NO:326), Figure 235 (SEQ ID N0334), Figure 238 (SEQ ID NO.340), Figure 240 (SEQ ID 
NO:345), Figure242 (SEQ ID NO:347). Figure 244 (SEQ ID NO:349), Figure 246 (SEQ ID NO:35 1). Figure 
248 (SEQ ID NO:353), Figure 250 (SEQ ID NO:355), Figure 252 (SEQ ID NO:357), Figure 254 (SEQ ID 
NO:359), Figure 256 (SEQ ID NO:361), Figure 258 (SEQ ID NO:363), Figure 260 (SEQ ID NO:365), Figure 
262 (SEQ ID NO:367), Figure 264 (SEQ ID NO.-369), Figure 266 (SEQ ID NO:371), Figure 268 (SEQ ID 

30 NO-J73), Figure 270 (SEQ ID NO:375), Figure 272 (SEQ ID NO:377), Figure 274 (SEQ ID NO:379), Figure 
276 (SEQ ID NO:381), Figure 278 (SEQ ID NO:387), Figure 280 (SEQ ID NO:389), Figure 282 (SEQ ID 
NO:394), Figure 284 (SEQ ID NO:399), Figure 286 (SEQ ID NO:401), Figure 288 (SEQ ID NO:403), Figure 
290 (SEQ ID NO:408), Figure 292 (SEQ ID NO:410), Figure 294 (SEQ ID NO:412), Figure 296 (SEQ ID 
NO:414), Figure 298 (SEQ ID NO-.416). Figure 300 (SEQ ID NO:418), Figure 302 (SEQ ID NO:420), Figure 

35 304 (SEQ ID NO:422), Figure 306 (SEQ ID NO-.424), Figure 308 (SEQ ID NO:495). Figure 310 (SEQ ID 
NO:497), Figure 312 (SEQ ID NO.499), Figure 314 (SEQ ID NO:501), Figure 316 (SEQ ID NO:503), Figure 
318 (SEQ ID NO:505), Figure 320 (SEQ ID NO:507), Figure 322 (SEQ ID NO:509), Figure 324 (SEQ ID 
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NOSUX Figure 326 (SEQ q> NO:513), Figure 328 (SEQ ID NCH515) or Figure 330 (SEQ ID NO:517), 
larMnj it* associated si gnal pfptMft; 

(b) an extracellular domain of tho polypeptide shown in Figure 2 (SEQ ID NO:2), Figure 4 (SEQ 
ID NO*), Figure 6 (SEQ ID NO:8), Figure 9 (SEQ ED NO: 14), Figure 12 (SEQ ID NO20). Figure 15 (SEQ 
ID N023). Figure 18 (SEQ ID NO:28), Figure 20 (SEQ ID NO:30), Figure 23 (SEQ ID NO:33), Figure 25 
(SEQ ID N036), Figure 27 (SEQ ID NO:41), Figure 30 (SEQ ID NO:47), Figure 32 (SEQ ID NO:52), 
Hgure 34 (SEQ ID NCh57), Figure 36 (SEQ ID NO:62). Figure 38 (SEQ ID NO: 67), Figure 41 (SEQ ID 
NO:73X Figure 47 (SEQ ID NO:84). Figure 49 (SEQ ID NO:95). Figure 51 (SEQ ID NO:97), Figure S3 
(SEQ ID N039), Figure 57 (SEQ ID NO-.103). Figure 64 (SEQ ID NO:l 13), Figure 66 (SEQ ID NO:115). 
Figure 68 (SEQ ID NO. 117), Figure 70 (SEQ ID NO: 119), Hgure 72 (SEQ ID NO: 124), Figure 74 (SEQ 
ID NO: 129), Figure 76 (SEQ ID NO: 135). Figure 79 (SEQ ID NO: 138). Figure 83 (SEQ ID NO: 146), Figure 
4 83 (SEQ ID N0148), Rgure 88 (SEQ ID NO.151), Figure 90 (SEQ ID NOtl53), Figure 93 (SEQ ID 
NO:156), Figure 95 (SEQ ID NO:158). Figure 97 (SEQ ID NO160), Figure 99 (SEQ ID NO: 165), Figure 
101 (SEQ ID NO: 167). Figure 103 (SEQ ID NO: 169), Figure 105 (SEQ ID NO: 171), Figure 109 (SEQ ID 
NO:175), Rgure 111 (SEQ ID NO: 177). Figure 1 13 (SEQ ED NO: 179). Figure 115 (SEQ ID NO.181), Figure 
117 (SEQ ID NO: 183), Figure 120 (SEQ ID NO: 189), Figure 122 (SEQ ID NO: 194), Rgure 125 (SEQ ID 
NO: 197), Figure 127 (SEQ ID NO: 199), Figure 129 (SEQ ID NO: 201), Figure 131 (SEQ ID NO:203), Figure 
133 (SEQ ID NCH205). Figure 135 (SEQ D> NO207), Rgure 137 (SEQ ID NO209). Rgure 139 (SEQ ID 
NO-JM I), Figure 141 (SEQ ID N0313), Figure 144 (SEQ ID NO:216)» Figure 147 (SEQ ID NO:21 9). Rgure 
149 (SEQ ID NO:221), Rgure 151 (SEQ ID NO:223). Rgure 153 (SEQ ID NO:225), Rgure 155 (SEQ ID 
NO:227), Figure 157 (SEQ ID NO:229), Rgure 159 (SEQ ID NO:23 1), Rgure 161 (SEQ ID NO:236), Figure 
163 (SEQ ID NO:241), Rgure 165 (SEQ ID NO:246), Rgure 167 (SEQ ID NO:248), Figure 169 (SEQ ID 
NO:2S0), Figure 171 (SEQ ID NO:253), Figure 174 (SEQ ED NO:256). Figure 176 (SEQ ID NO:258). Figure 
178 (SEQ ID NO:260), Rgure 180 (SEQ ID NO:262), Rgure 182 (SEQ ID NO:264). Figure 184 (SEQ ID 
N0266), Rgure 186(SEQIDNO:268), Rgure 188 (SEQ ID NO:270), Figure 190(SEQIDNO:272), Rgure 
192 (SEQ ID NO:274), Rgure 194 (SEQ D> NO.276), Figure 196 (SEQ ID N0278). Rgure 198 (SEQ ID 
N0281), Figure 200 (SEQ ID NO:283), Figure 202 (SEQ ID NO:285), Figure 204 (SEQ ID NO:287), Figure 
206 (SEQ ID NO:289). Rgure 208 (SEQ ID NO:291), Figure 210 (SEQ ED NO:293), Figure 212 (SEQ ID 
NO:295), Figure 214 (SEQ ID NO:297). Figure 216 (SEQ ID NO:299), Figure 218 (SEQ ID NO:301), Rgure 
220 (SEQ ID NO303), Rgure 226 (SEQ ID NO:309), Rgure 228 (SEQ ID NO J 14), Rgure 230 (SEQ ID 
NO.319), Figure 233 (SEQIDNO:326). Figure 235 (SEQ ID NO:334), Figure 238 (SEQ D>NO:340). Rgure 
240 (SEQ ID NO:345), Rgure 242 (SEQ ID NO:347), Rgure 244 (SEQ ID NO:349), Rgure 246 (SEQ ID 
NO:351), Figure 248 (SEQ ID NO:353), Figure 250 (SEQ ID NO:355), Figure 252 (SEQ ED NO:357), Figure 
254 (SEQ ID NO:359), Figure 256 (SEQ ID NO:361), Rgure 258 (SEQ ID NO:363), Figure 260 (SEQ ID 
NO-.365), Figure 262 (SEQ ID NO:367), Rgure 264 (SEQ ID NO:369), Rgure 266 (SEQ ID NO:371), Figure 
268 (SEQ ID NO:373), Rgure 270 (SEQ ID N0375), Rgure 272 (SEQ ID NO:377), Rgure 274 (SEQ ID 
NO.379), Figure 276 (SEQ ID NO:381), Rgure 278 (SEQ ID NO:387), Rgure 280 (SEQ ID NO-.389), Rgure 
282 (SEQ ID NO:394), Rgure 284 (SEQ ID NO:399), Rgure 286 (SEQ ID NO:401), Figure 288 (SEQ ID 
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NO:403), Rgure 290 (SEQ ID NO:408), Figure 292 (SEQ ID NO:41 0), Figure 294 (SEQ ED NO:412), Figure 
296 CSBQ ID NO:414). Figure 298 (SEQ ID NO:416), Figure 300 (SEQ ID NCk418). Figure 302 (SEQ ID 
NO:420). Figure 304 (SEQ ED NO:422), Figure 306 (SEQ ID NO:424), Figure 308 (SEQ ID NO-.495), Figure 
310 (SEQ ID NO:497), Figure 312 (SEQ ID NO:499). Figure 314 (SEQ ID NO-.501), Figure 316 (SEQ D> 
NO-.503), Figure 318 (SEQ ID NO-JOS). Figure 320 (SEQ ID NO:507), Figure 322 (SEQ ID NO:509). Figure 
324 (SEQ ID NOJ1 1), Figure 326 (SEQ ED NOJ13), Figure 328 (SEQ ID NO:515) or Figure 330 (SEQ ID 
NOJ17), with its associated signal peptide; or 

(e) an extracellular domain of the polypeptide shown in Figure 2 (SEQ ID NCh2), Figure 4 (SEQ 
ID N(fc6X Rgure 6 (SEQ ID NO:8), Figure 9 (SEQ ID NO: 1 4), Figure 12 (SEQ ID NCh20), Figure 15 (SEQ 
ID NO:23), Figure 18 (SEQ ID NO:28), Figure 20 (SEQ ID NCh30), Rgure 23 (SEQ ID NO:33). Figure 25 
(SEQ ID NCh36), Figure 27 (SEQ ID NO:41), Rgure 30 (SEQ ID NOi47), Rgure 32 (SEQ ID NO-.52), 
Figure 34 (SEQ ID HOST), Figure 36 (SEQ ID NO:62), Figure 38 (SEQ ID NO:57), Figure 41 (SEQ ID 
NCk73), Figure 47 (SEQ ID NO:84). Figure 49 (SEQ ID NOS5). Figure 51 (SEQ ID NO:97). Rgure 53 
(SEQID NO:99). Figure 57 (SEQ ID NO:I03), Figure 64 (SEQ ID NO:113), Figure 66 (SEQ ID NCkll5), 
Figure 68 (SEQ ID NO:117), Figure 70 (SEQ ID NO: 119), Figum 72 (SEQ ID NO: 124). Figure 74 (SEQ 
ID NO: 129). Figure 76 (SEQ ED NO: 135). Figure 79 (SEQ ID NO: 138), Figure 83 (SEQ ID NO: 146), Figure 
85 (SEQ ID NO: 148), Figure 88 (SEQ ID NO: 151), Figure 90 (SEQ ID NO: 153), Hgure 93 (SEQ ID 
NO: 156), Figure 95 (SEQ ID NO: 158). Figure 97 (SEQ ID NO: 160). Figure 99 (SEQ ID NO:165), Figure 
101 (SEQ ID NO: 167), Figure 103 (SEQ ID NO: 169), Figure 105 (SEQ ED NO:171). Rgure 109 (SEQ ID 
NO: 175), Figure 1 1 1 (SEQ ID NO: 177), Figure 113 (SEQID NO: 179), Figure 1 15 (SEQID NO:181), Figure 
117 (SEQ ID NO: 183). Figure 120 (SEQ ID NO:189), Figure 122 (SEQ ID NO: 194). Figure 125 (SEQ ID 
NO:l97), Figure 127 (SEQ ID NO: 199), Figure 129 (SEQ ID NO:201), Hgure 131 (SEQ ID NO:203), Hgure 
133 (SEQ ID NO:205). Figure 135 (SEQ ID NO:207). Hgure 137 (SEQ ID NO:209), Figure 139 (SEQ ID 
NOSll), Hgure 141 (SEQ tt> NO:213), Hgure 144 (SEQ ID NO:216), Hgure 147 (SEQ ID NO:219), Hgure 
149 (SEQ ID NO:221), Figure 151 (SEQ ID NO-.223), Hgure 153 (SEQ ID NO:225), Hgure 155 (SEQ ID 
NO-.227), Figure 157 (SEQ ID NO:229), Figure 159 (SEQ ID NO:231), Figure 161 (SEQ ID N0236), Hgure 
163 (SEQ ID NO:241), Hgure 165 (SEQ ID NO: 246), Figure 167 (SEQ ID NO:248), Figure 169 (SEQ ID 
NO2S0), Hgure 171 (SEQ ID NO:253). Hgure 174 (SEQ ID NO:256), Hgure 176 (SEQ ID NO:258), Hgure 
178 (SEQ ID NO:260), Hgure 180 (SEQ ED NO:262). Figure 182 (SEQ ID NO:264), Hgure 184 (SEQ ID 
NO.266), Figure 186 (SEQ ID NO ^268), Hgure 188 (SEQ ID NO: 270). Figure 190(SEQIDNO:272). Hgure 
192 (SEQ ID NO:274), Hgure 194 (SEQ ID N0276), Figure 196 (SEQ ID NO:278). Rgure 198 (SEQ ID 
NO:281). Figure 200 (SEQ ID NO:283), Hgure 202 (SEQ ID NO.-285), Hgure 204 (SEQ ID NO.-287), Hgure 
206 (SEQ ID NO:289), Figure 208 (SEQ ID NO:291), Hgure 210 (SEQ ID NO:293), Hgure 212 (SEQ ID 
NO:295). Hgure 214 (SEQ ID NO:297), Rgure 216 (SEQ ID NO:299). Figure 218 (SEQ ID NO:301), Figure 
220 (SEQ ID NO:303), Figure 226 (SEQ ID NO:309), Hgure 228 (SEQ ID NO:314), Hgure 230 (SEQ ID 
NO-J19), Figure 233 (SEQ ID NO:326), Figure 235 (SEQ D> NO:334). Hgure 238 (SEQ ID NO:340). Figure 
240 (SEQ ID NO:345), Figure 242 (SEQ ID NO:347), Figure 244 (SEQ ID NO:349), Figure 246 (SEQ ID 
N0351), Figure 248 (SEQ ID NO:353), Rgure 250 (SEQ ED NO:355), Hgure 252 (SEQ ID NO:357), Hgure 
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254 (SEQ ID N0359), Figure 256 (SEQ ID N0361), Figure 238 (SEQ ID N0363), Figure 260 (SEQ ID 
NO:365), Figure 262 (SEQ ID NO:367), Figure 264 (SEQ ID W>36&) 9 Figure 266 (SEQ ID N0371), Figure 
268 (SEQ ID N0:373), Figure 270 (SEQ ID N0:375), Figure 272 (SEQ ID N0377), Figure 274 (SEQ ID 
NO.379), Rgure 276 (SEQ ID N0381), Figure 278 (SEQ ID NO:387), Figure280(SEQIDNO:389) > Figure 
282 (SEQ ID N0394), Figure 284 (SEQ ID N0:399X Rgure 286 (SEQ ID N0:401). Figure 288 (SEQ ID 
5 NO:403), Rgure 290 (SEQ ID NO:408), Rgure 292 (SEQ ID NO:410), Figure 294 (SEQ ID NO:412), Rgure 
296 (SEQ ID NO:414), Rgure 298 (SEQ ID NCM16). Figure 300 (SEQ ID NO:418), Rgure 302 (SEQ ID 
NO:420). Rgure 304 (SEQ ID NCH422), Figure 306 (SEQ ID NO: 424), Figure 308 (SEQ ID NO: 495X Rgure 
310 (SEQ ID NO:497) t Rgure 312 (SEQ ID NO:499) t Rgure 314 (SEQ ID NO501), Rgure 316 (SEQ ID 
NO:5Q3), Rgure318 (SEQ ID NCh505) t Figure 320 (SEQ ID NO:507), Figure 322 (SEQ ID NO-.509), Rgure 
10 324(SEQH>NO:511). Figure 326 (SEQ ID NO-.513). figure 328 (SEQ TO NO:515) or Figure 330 (SEQ ID 
f NO^tt). lacking its associated signal peptide. 

29. A method of detecting a PR0943 polypeptide in a sample suspected of containing a PR0943 
polypeptide, saMmedK)dcxmydsingcomar^ said sample with a PRQ183, PRQ184 orPR0185 polypeptide 

15 and determining the fbnnatkm of a PR0943/PR0183, FR0184 or PR0185 polypeptide conjugate in said 
sample, wherdn the formation of said conjugate is indicative of the presence of a PR0943 polypeptide in said 
sample. 

30. The method according to Claim 29, wherein said sample comprises cells suspected of 
20 expressing said PR0943 polypeptide. 

31 . The method according to Claim 29, wherein said PR0183, PR0184 or PR0185 polypeptide 
is labeled with a detectable label. 

25 32. The method according to Claim 29, wherein said PR0183, PRO 184 or PR0185 polypeptide 

is attached to a solid support. 

33. A method of detecting a PR0183, PR0184 or PR018S polypeptide in a sample suspected 
of containing a PROl S3, PR0184 or PR0185 polypeptide, said method comprising contacting said sample with 

30 a PR0943 polypeptide and detennining the formation of a PR0943/PR0183, PR0184 or PR0185 polypeptide 
conjugate in said sample, wherein the formation of said conjugate is indicative of the presence of a PROl 83, 
PR0184 or PR0185 polypeptide in said sample. 

34. Hie method according to Claim 33, wherein said sample comprises cells suspected of 
35 expressing said PR0183, PR0184 or PR0185 polypeptide. 
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The method according to Claim 33, wherein said PR0943 polypeptide it labeled with a 



36. The method according to Claim 33, wherein said PR0943 polypeptideiaattached to a solid 

support. 

37. A method of detecting a PR0331 polypeptide in a sample suspected of containing a PR0331 
polypeptide, saM method conq^^ 

formation of a PR0331/PR01133 polypeptide conjugate in said sample, wherein the fannatfoa of said 
coigugate is indicative of the presence of a PR033 1 polypeptide in said sample. 

38. The method according to Claim 37. wherein said sample comprises cells suspected of 
expressing said PRQ331 polypeptide. 

39. The method according to Claim 37, wherein said PR01133 polypeptide is labeled wilh a 
detectable label. 

40. The method according to Claim 37, wherein said PROl 133 polypeptide ia attached to a solid 

support. 

41. A method of detecting a PROU33 polypeptide in a sample suspected of containing a 
PRO 1133 polypeptide, said method comprising contacting said sample with a PR0331 polypeptide and 
determining the formation of a PR0331/PR01 133 polypeptide conjugate in said sample, wherein the formation 
of said conjugate is indicative of the presence of a PROH33 polypeptide in said sample. 

42. The method according to Claim 41, wherein said sample comprises cells suspected of 
expressing said PROl 133 polypeptide. 

43. The method according to Claim 41, wherein said PR0331 polypeptide is labeled with a 
detectable label. 

44. The method according to Claim 41, wherein said PR0331 polypeptide is attached to a solid 

support. 

45. A method of detecting a PR0363 or PR05723 polypeptide in a sample suspected of 
containing a PR0363 or PROS723 polypeptide, said method comprising contacting said sample with a 
PR01387 polypeptide and determining the formation of a PR0363 or PR05723/PR01387 polypeptide 
conjugate in said sample, wherein the formation of said conjugate is indicative of the presence of a PR0363 
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46. The method according to Claim 45, wherein said sample comprises cells suspected of 
expressing said PR0363 or PR05723 polypeptide. 

5 47. The method according to Claim 45, wherein said PR01387 polypeptide is labeled with a 

detectable label. 

48* The method according to Claim 45, wherein said PR01387 polypeptide b attached to a solid 

support. 

10 

^ 49. A method of dieting a PR01387 polypeptide in a sample suspected of containing a 

PRQ1387polypeptidc,saklmethodcoii^^ 

and determining the formation of a PR0363 or PR05723/PR01387 polypeptide coigugate in said sample, 
whctefathefamatfaofaaM 

15 

50. The method according to Claim 49. wherein said sample comprises cells suspected of 
expressing said PR01387 polypeptide. 

51. The method according to Claim 49, wherein said PR0363 or PR05723 polypeptide is labeled 
20 with a detectable label. 

52. The method according to Claim 49, wherein said PR0363 or PR05723 polypeptide is 
attached to a solid support. 

25 53. A method of detecting a PR01114 polypeptide in a sample suspected of containing a 

PRO 11 14 polypeptide, said method comprising contacting said sample with a PRO3301 or PRO9940 
polypeptide and determining the formation of a PROl 1 14/PRO330 1 or PRO9940 polypeptide conjugate in said 
sample, wherein the formation of said conjugate is indicative of the presence of a PROl 1 14 polypeptide in said 
sample. 

30 

54. The method according to Claim S3, wherein said sample comprises cells suspected of 
expressing said PROl 114 polypeptide. 

55. The method according to Claim 53, wherein said PRO3301 or PRO9940 polypeptide is 
35 labeled with a detectable label. 
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56. The method according to Claim 53, wherein said PRO3301 or PRO9940 polypeptide is 
attached to a solid support 

57. A method of detecting a PRO3301 or PRO9940 polypeptide in a sample suspected of 
containing a PR033O1 or PRO9940 polypeptide, said method con^rising contacting said sample with a 

5 PROH14 polypeptide and determining the formation of a PRO3301 or PRO9940/PRO1U4 polypeptide 
conjugate in said sample, wherein the formation of said conjugate is indicative of die presence of a PRO3301 
or PRO9940 polypeptide in said sample. 

58. The method according to Claim 57, wherein said sample comprises cells suspected of 
10 expressing said PRO3301 or PRO9940 polypeptide. 

59. The method according to Claim 57, wherein said PROM 14 polypeptide is labeled with a 

15. 60. The method according to Claim 57, whweinsakPROi 114 polypeptide is attadied to a solid 

support* 

61. A method of defecting a PR01181 polypeptide in a sample suspected of containing a 
PROH81 polypeptide, said method comprising contacting said sample with a PRO7170, PR0361 orPR0846 

20 polypeptide and determining the formation of a PROU81/PRO7170, PR0361 or PR0846 polypeptide 
coqjugate in said sample, wherein die formation of said conjugate is indicative of the presence of a PROl 181 
polypeptide in said sample. 

62. The method according to Claim 61, wherein said sample comprises cells suspected of 
25 expressing said PROl 181 polypeptide. 

63. Tbe method according to Claim 61, wherein said PRO7170, PR0361 or PR0846 polypeptide 
is labeled with a detectable label. 

30 64. The method according to Claim 61 , wherein said PR071 70, PR0361 or PR0846 polypeptide 

is attached to a solid support. 

65. A method of detecting a PRO7170, PR0361 or PR0846 polypeptide in a sample suspected 
of containing a PR071 70, PR0361 or PR0846 polypeptide, said method comprising contacting said sample 
35 with a PROl 181 polypeptide and determining the formation of a PROl 181/PRO7170, PRG361 or PR0846 
polypeptide conjugate in said sample , wherein the formation of said conjugate is indicative of the presence of 
a PRO7170, PR0361 or PR0846 polypeptide in said sample. 
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66. The method according to Claim 65, wherein said sample comprises cells suspected of 
expressing said PRO7170, PR0361 or PR0846 polypeptide. 

67. The method according to Claim 65, wherein said PR01181 polypeptide is labeled with a 
detectable label. 

68. The method according to Claim 65, wherein saklPROl 181 polypeptide is attached to a solkl 

support. 

69. A method of lmking a bioacdve molecule to a cell expressing a PRD943 polypeptide, said 
method comp ri ^ng contacting said ceU with a 

A bioacthmmaleciileandatto^ 
another, thereby linking said bioactive molecules to said cell. 

- 70. The method accoidmg to Oara 
or an antibody. 

71. The method according to Oaim 69, wherein said bioactive 

ceU. 

72. A method of linking a bioactive molecule to a cell expressing a PR0183, PR0184orPR0185 
polypeptide, said method comprising contacting said cell with a PR0943 polypeptide that is bound to said 
bioactive molecule and allowing said PR0943 and PR0183, PR0184 or PR0185 polypeptides to bind to one 
another, thereby linking said bioactive molecules to said cell. 

73. The method according to Claim 72, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

74 . The method according to Claim 73 , wherein said bioactive molecule causes the death of said 

75. A method of linking a bioactive molecule to a cell expressing a PR0331 polypeptide, said 
method comprising contacting said cell with a PROl 133 polypeptide that is bound to said bioactive molecule 
and allowing said PR0331 and PROl 133 polypeptides to bind to one another, thereby linking said bioactive 
molecules to said cell. 

76. The method according to Oaim 75, wh^ 
or an antibody. 
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77. TtemethodaccotdingtoC^ 

cdL 

78. A method of linking a bioactive mokcule to i cell expressing a PR01133 polypeptide, said 
method comprising contacting said cell with a PR0331 polypeptide that is bound to said bioactive molecule 
and allowing said PR033 1 and PRO 1 1 33 polypeptides to bind to one another, thereby linking said bioactive 
molecules to said cell 

79. The method according to Qaim 78, where to said bioactive mokcuto U ^ 
or an antibody. 

M 80* The method accord^ to Oaim 78. wh^ 

cdL 

81. A method o f linking a bioactive molecule to a cell expressing a PRO 1 387 polypeptide, said 
method comprising contacting said ceU with a TO0363 or PR05723 polypeptide 

molecule and allowing said PRO 1387 and PR0363 or PR05723 polypeptides to bind to one another, thereby 
linking said bioactive molecules to said cdL 



- 82. The method according to Claim 81, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

83. The method according to Claim 81, wherein said bioactive molecule causes the death of said 

cell. 



84. A method of linking a bioactive molecule to a cell expressing a PR0363 or PR05723 
polypeptide, said method comprising contacting said cell with a PR01387 polypeptide that is bound to said 
bioactive molecule and allowing said PR01387 and PR0363 or PR05723 polypeptides to bind to one another, 
thereby linking said bioactive molecules to said cell. 



85. The method according to Claim 84, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

86. The method according to Claim 84, wherein said bioactive molecule causes the death of said 

cell. 
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87. Am^faod of linking abioactiva molecule in m crfj »Trmyrinf a PROl 114 polypeptide, said 
method comprising contacting said cell with a PRO3301 or PR09940 polypeptide that is bound to said 
bioactive molecule and allowing said PROl 114 and PRQ3301 or PR09940 polypeptides to bind to one another, 
thereby linking said bioactrve molecules to said cell 

88. The method according to Claim 
or an antibody* 

89. The nx*hod according to 

cdL 

M 90, A method of linking a bioactive molecule to a cell expressing a PRO3301 or PRO9940 

polypeptide, said met^ 
bioactive mokculeand allows 
thereby finking say bioacdwmoleciilestosaidcdl. 

91. Tl^rn^hod according to Oaim 90, wherein said bioactive molecule is a toxin, a radiolabd 
or an antibody. 

92. The method according to Claim 90, wherein said bioactive molecule causes the death of said 

cell. 

93. A method of linking a bioactive molecule to a cell expressing a PROl 181 polypeptide, said 
method comprising contacting said cell with a PR07 170, PR0361 or PR0846 polypeptide that is bound to said 
bioactive molecule and allowing said PROl 181 and PRO7170, PR0361 or PR0846 polypeptides to bind to 
one another, thereby linking said bioactive molecules to said celL 

94. The method according to Claim 93, wherein said bioactive molecule is a toxin, a radiolabel 
or an antibody. 

95. The method according to Claim 93, wherein said bioactive molecule causes the death of said 

cell. 

96. A method of linking a bioactive molecule to a cell expressing a PRO7170, PR0361 or 
PR0846 polypeptide, said method comprising contacting said cell with a PROl 181 polypeptide that is bound 
to said bioactive molecule and allowing said PROl 181 and PRO7170, PR0361 or PR0846 polypeptides to 
bind to one another, thereby linking said bioactive molecules to said cell. 
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97. The mediod according to Qaim 96, wherein said bioactive moleoteisatoxm, aradiolabel 
or an antibody. 



98. The method according to Claim 96, wherein said bioactivc molecule causes the death of said 

cell. 

99. A method of modulating at least one biological activity of a cell expressing a PR0943 
polypeptide, said method 

an antWR0943 antibody, whereby said PR0183, PR0184 or PR0185 polypeptide or said anti-PR0943 
antibody binds to said PR0943 polypeptide, thereby modulating at least one bioio gical activity of said celL 

100. The method according to Claim 99, wherein said ceU b killed. 

101. A method of modulating at least one biological activity of a cell expressing a PR0183, 
PR0184 OTPR0185 polypeptide, saMmedio^ 

an anti-PR0183, anti-PR0184 or anti-PR0185 antibody, whereby said PR0943 polypeptide or said anti- 
PR0183, anti-PR0184 or ami-PR0185 antibody binds to said PR0183, PR0184 or PR0185 polypeptide, 
thereby modulating at least one biological activity of said cell. 

102. The method according to Claim 101, wherein said cell is killed. 

103. A method of modulating at least one biological activity of a cell expressing a PR0331 
polypeptide, said method comprising contacting said cell with a PRO 1133 polypeptide or an anti-PR0331 
antibody, whereby said PROl 133 polypeptide or said anti-PR0331 antibody binds to said PR0331 polypeptide, 
thereby modulating at least one biological activity of said cell. 

104. The method according to Claim 103, wherein said cell is killed. 

105. A method of modulating at least one biological activity of a cell expressing a PROU33 
polypeptide, said method comprising contacting said cell with a PR033 1 polypeptide or an anti-PRO 1 133 
antibody, whereby said PRG331 polypeptide or said anri-PR01133 antibody binds to said PROl 133 
polypeptide, thereby modulating at least one biological activity of said cell. 

106. The method according to Claim 105, wherein said cell is killed. 
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107. A method of modulating at least one biological activity of a cell expressing a PR01387 
polypeptide, said method comprising conta^^ 

FR01387 antibody, whereby said PRQ363 or PR05723 polypeptide or said anti-PR01387 antibody binds to 
said PR01387 polypeptide, thereby modulating at least one biological activity of said cell. 

5 108. The method according to Claim 107, wherein said cell is killed. 

109. A method of modulating at least one biological activity of a cell expressing a PR0363 or 
PR05723 polypeptide, said method comprising contacting said cell with a PR01387 polypeptide or an anti- 
PR0363 or anti-PR05723 antibody, whereby said PR01387 polypeptide or said anti-PR0363 oranti-PR05723 

10 antibody binds to said PR0363 or PRQS723 polypeptide, thereby modulating at least one biological activity 
of said ceil. 

110. The method according to Claim 109, wherein said cell is killed. 

15 111. A method of modulating at least one biological activity of a cell expressing a PR01114 

polypeptide, said method compri^ 

PROH14 antibody, whereby said PRO3301 or PRO9940 polypeptide or said anti-FR01114 antibody binds 
to said PROl 1 14 polypeptide, thereby modulating at least one biological activity of said cell . 

20 112. The method according to Claim 111, wherein said cell is killed. 

113. A method of modulating at least one biological activity of a cell expressing a PRO3301 or 
PRO9940 polypeptide, said method comprising contacting said cell with a PROl 1 14 polypeptide or an and- 
PRO3301 or anti-PRO9940 antibody, whereby said PRO 11 14 polypeptide or said annVPRO3301 or and- 

25 PRO9940 antibody binds to said PRO3301 or PRO9W0 polypeptide, thereby modulating at least one biological 
activity of said cell. 

114. The method according to Claim 113, wherein said cell is killed. 

30 115. A method of modulating at least one biological activity of a cell expressing a PROl 181 

polypeptide, said method comprising contacting said cell with a PRO7170, PR0361 or PR0846 polypeptide 
orananti-PR01181 antibody, whereby said PRO7170, PR0361 or PR0846 polypeptide or said anti-PROl 181 
antibody binds to said PROl 181 polypeptide, thereby modulating at least one biological activity of said cell. 

35 116. The method according to Claim 115, wherein said cell is killed. 



590 



WOW73454 PCWDS0W08439 

117. A method of modulating at least one biological activity 'of a cell expressing a PRO7170, 
PR0361 or PR0846 polypeptide, said method comprising contacting said cell with a PR01181 polypeptide 
or ananti-PRO7170. anti-PR0361 or anti-PR0846 antibody, whereby said PROl 181 polypeptide or said anii- 
PRO7170, anti-PR0361 or anti-PR0846 antibody binds to said PRO7170, PR0361 or PR0846 polypeptide, 
thereby modulating at least one biological activity of said cell. 

118. The method according to Claim 117, wherein said cell is killed. 
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cggacgcgtgggtgcgaggcgaaggtgaccggggaccgagcatttcagatctgctcggtaga 

cctggtgcaccrccacc^sttggctgcaaggctggtgtgtctccggacactaccttctagg 

gtttt(xacccagctttcaccaaggcctcccctgttgtgaagaattccatcacgaagaatca 

atggctgttaacacctagcagggaatatgccaccaaaacaagaattgggatccggcgtggga 

gaactggccaagaactcaaagaggcagcattggaaccatcgatggaaaaaatatttaaaatt 

gatcagatgggaagatggtttgttgctggaggggctgctgttggtcttggagcattgtgcta 

ctatggcttgggactgtctaatgagattggagctattgaaaaggctgtaatttggcctcagt 

atgtcaaggatagaattcattccacctatatgtacttagcagggagtattggtttaacagct 

ttgtctgccatagcaatcagcagaacgcctgttcrrcatg^cttcatgatgagaggctcttg 

ggtgacaattggtgtgacctttgcagccatg^ttggagctggaatgctggtacgatcaatac 

catatgaccagagcccaggcccaaagcatcttgcttggttgctacattctggtgtgatgggt 

gcagtggtggctcctctgacaatattagggggtcctcttctcatcagagctgcatggtacac 

agctggcattgtgggaggcctctccactgtggccatgtgtgcgcccagtgaaaagtttctga 

agatgggtgcacccctgggagtgggcctgggtctcgtcrttgtgtcctcattgggatctatg 

tttcttcgacctaccaccgtggctggtgccactctttactcagtggcaatgtacggtggatt 

agttcttttcagcatgttccttctgtatgatacccagaaagtaatcaagcgtgcagaagtat 

caccaatgtatggagttcaaaaatatgatcccattaactcgatgctgagtatctacatggat 

acattaaatatatttatgcgagttgcaactatgctggcaactggaggcaacagaaagaaass. 

sagtgactcagcttctggcttctctgctacatcaaatatcttgtttaatggggcagatatgc 

attaaatagtttgtacaagcagctttcgttgaagtttagaagataagaaacatgtcatcata 

TTTAAATGTTCCGGTAATGTGATGCCTCAGGTCTGCCTTTTTTTCTGGAGAATAAATGCAGT 
AATCCTCTCCCAAATAAGCACACACATTTTCAATTCTCATGTTTGAGTGATTTTAAAATGTT 
TTGGTGAATGTGAAAACTAAAGTTTGTGTCATGAGAATGTAAGTCTTTTTTCTACTTTAAAA 
TTTAGTAGGTTCACTGAGTAACTAAAATTTAGCAAACCTGTGTTTGCATATTTTTTTGGAGT 
GCAGAATATTGTAATTAATGTCATAAGTGATTTGGAGCTTTGGTAAAGGGACCAGAGAGAAG 
GAGTCACCTGCAGTCTTTTGTTTTTTTAAATACTTAGAACTTAGCACTTGTGTTATTGATTA 
GTGAGGAGCCAGTAAGAAACATCTGGGTATTTGGAAACAAGTGGTCATTGTTACATTCATTT 
GCTGAACTTAACAAAACTGTTCATCCTGAAACAGGCACAGGTGATGCATTCTCCTGCTGTTG 
CTTCnXIAGTGCTCTCTTTCCAATATAGATGTGGTCATGTTTGACTTGTACAGAATGTTAATC 
ATACAGAGAATCCTTGATGGAATTATATATGTGTGTTTTACTTTTGAATGTTACAAAAGGAA 
ATAACTTTAAAACTATTCTCAAGAGAAAATATTCAAAGCATGAAATATGTTGCTTTTTCCAG 
AATACAAACAGTATACTCATG 
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MLAABLVCLRTLPSRVFHPAFTKASPVVKNSITKNQWLLTPSREYATKTRIGIRRGRTGQEL 
KEAAI^PSMEKIPKIDQMGRWFVAGGAAVGLGALCYYGLGLSNEIGAIEKAVIWPQYVKDRI 
HSTYMYIAGSIGLTALSAIAISRTPVLMNFMMRGSWVTIGVTFAAMVGAGMLVRSIPYDQSP 
GPKHLAWLIJlSGVMGAWAPLTIIXSGPIJilRAAWYTAGIVGGLSTVAMC^PSEKFLNMGAPL 
GVGLGLVFVSSI^SMFLPPTTVAGATLYSVAMYGGLVLFSMFLLYDTQKVIKRAEVSPMYGV 
QKYDPINSMLSIYMDTLNIFMRVATMLATGGNRKK 
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ElgBBE 3 

GMGGCTGGCTCGCTGGTCCGAATTCGGTGGCGCCAeGTCOaCCCGTCTGCGCeTTCTGCAT 
CGCGGCTTC6GCGGCTTCXACCTA6ACACCTAACMTCGC 

GGTCGGCACGGGGAGTCGGGCGGTCTTGTGCATCTTGGCTACCTGTGGGTCGAAGATCTCGG 

ACATCGGAGACTGGTTCAGGAGCATCCCGGCGATCACGGGGTATTGGTTCGCCGCC^CGTC 

GCCGTGCCCTTGCTCGGCAAACTCGGGCTCATCAGCCCGGCCTACGTCTTCCTCTGGCCCGA 

AGCCTTCCTraATCGCTCTCAGATTTGGAGt&CAAT 

GTOCAGGAACTG^TTTCTTTATTTGGTCAATTTATATM 



TGTCAGTACTTTATGTCTGGGCCCAGCTGAACAGAGACATGATTGTATCATTTTGGTTTGGA 
A £^£^?r r ^^ CT ^ TA ^ ACCCTG ^ TTATCCT TGGATTCAACTATATCATCGGAGG 
CTCGGTAATCAATGAGCTTATTGGAAATCTGGTTGGACATCTTTATTTTTTCCTAATGT^ 
GATACO^TGGACTT6G<3AGGAAG^ 

CTGTCCAGTAGGAGAGGAGGAGTATCAGGATTTGGTGTGCCCCCTG^ 

TGGTGATCAGAATGGGGGAGGCGGGAGACACAACTGGGGGCAGGGCTTTCGACTTGGAGACC 

A^E^RGGGGCGGGCTCGGGCAGGCGCTGCTCTCAAGCCACATTTCCTCCCAGTGCTGGGTG 

CACTOAACAACTGCGTTCTGGCTAACACTGTTGGACCTGACCCACACTGAATGTAGTCTT^ 

A i^ CGA ^ CA j&S^ CTTAA ^^ 

TCTCATTCAAGTCCTTACTGCTGT(^GAACAAATACCAACTGTGCAAATT(^WUVCTGAC 
TACATTTTTTGGTGTCTTCTCITCTC^ 

AATCTGCTGGCATTGAGCTGGGGCTGGGTCACCAAACCCTTCCCAAAAGGACCTTATCTCTT 
TCTCGCACACATGCCTCTCTCCCACTTTTCCCAACeCCCACATTTGCAACrAGAAAAAGTTG 
CCCATAAAATTGCTCTGCCCTTGACAGGTTCTGTTATTTATTGACTTTTGCCAAGGCTGGTC 
AC^SJATCATATTCACGTT^^ 

AAGACAGCCACGGATGAAGCGTTTCTCAGCTTTTGGAATTGCTTCGACTGACATCCGTTGTT 
AACCGTTTGCCACTCTTCAGATATTTTTTATAAAAAAAGTACCACTGAGTTCATGAGGGCCA 
CAGATTGGTTATTAATGAGATACGAGGGTTGGTGCTGGGTGTTTGTTTCCTGAGCTAAGTGA 
TCAAGACTGTAGTGGAGTTGCAGCTAACATGGGTTAGGTTTAAACCATGGGGGATGCACCCC 
TTTGCGTTTCATATGTAGCCCTACTGGCTTTGTGTAGCTGGAGTAGTTGGGTTGCTTTGTGT 
TAGGAGGATCCAGATCATGTTGGCTACAGGGAGATGCTCTCTTTGAGAGGTCCTGGGCATTG 
^^ CCATTTCAATCTCATTCTGGATATGTGTTC A T TGAGTAAAGGAGGAGAGACCCTCATA 
CGCTATTTAAATGTCACTTTTTTGCCTATCCCCCGTTTTTTGGTCATGTTTCAATTAATTGT 
GAGGAAGGCGCAGCTCCTCTCTGCACGTAGATCATTTTTTAAAGCTAATGTAAGCACATCTA 
AGG6AATAACATGATTTAAGGTTGAAATGGCTTTAGAATCATTTGGGTTTGAGGGTGTGTTA 
TTTTGAGTCATGAATGTACAAGCTCTGTGAATCAGACCAGCTTAAATACCCACACCTTTTTT 
•E££I A ii^ 

TGGCTmCACACAGTTATTTTATTTTATGACGTTATCTGAAAGCAGACTGTTAGGAGCAGT 
ATTGAGTGGCTGTCACACTTTGAGGCAACTAAAAAGGCTTCAAACGTTTTGATCAGTTTCTT 
TTCAGGAAACATTGTGCTCTAACAGTATGACTATTCTTTCCCCCACTCTTAAACAGTGTGAT 
GTGTGTTATCCTAGGAAATGAGAGTTGGCAAACAACTTCTCATTTTGAATAGAGTTTGTGTG 
TACTTCTCCATATTTAATTTATATGATAAAATAGGTGGGGAGAGTCTGAACCTTAACTGTCA 
TGTTTTGTTGTTCATCTGTGGCCACAATAAAGTTTACTTGTAAAATTTTAGAGGCCATTACT 
CCAATTATGTTGCACGTACACTCATTGTACAGGCGTGGAGACTCATTGTATGTATAAGAATA 
TTTCTGACAGTGAGTGACCCGGAGTCTCTGGTGTACCCTCTTACCAGTCAGCTGCCTGCGAG 
CAGTCATTrTTTCCTAAAGGTTTACAAGTATTTAGAACTTTTCAGTTCAGGGCAAAATGTTC 
ATGAAGTTATTCCTCTTAAACATGGTTAGGAAGCTGATGACGTTATTGATTTTGTCTGGATT 
ATGTTTCTGGAATAATTTTACCAAAACAAGCTATTTGAGTTTTGACTTGACAAGGCAAAACA 
TGACAGTGGATTGTCTTTACAAATGGAAAAAAAAAATCCTTATTTTGTATAAAGGACTTCCC 
TTTTTGTAAACTAATCCTTTTTATTGGTAAAAATTGTAAATTAAAATGTGCAACTTG 
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FIGURE 4 

MSDIGDWFRSIPMTRYWI^TVAVPLVGKLGLISPAYLFLWPEAFLYRFQIWRPITATFYF 
PVGPGTGFLYLVNLYFLYQYSTRJ^TGAFDGRPADYLFMLLFNW^ 

LIMSVLYVWAQI^RDMIVSFWFGTRFKACYLPWVILGFNYIIGGSVINELIGNLVGHLYFFL 

METIYPMDLGGRNFLSTPQFLYRTOPSRRGGVSGFGVPPASMRRAAIX1NGGGGRHNWGQGFRL 
GDQ 



amino acids 98-116, 152-172 
M-myristoylation site. 

amino acids 89-95, 168-174, 176-182, 215-221, 221-227, 237-243 

Glycosaminoglycan attachment site. 

amino acids 218-222 
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FIGURE 5 

66G6CC6CG6TCTiU3GGCGGCTAGGTGT6TTGCCATAGCGACCATTTTGCATTAACT6GTT6 
GTAGCTTCTATCCTGGGGGCTGAGGGACTGCGGGCCAGCTCTTCCCC^ 

CCTTGTGGCCCAAAGGCCTAACC6GG6TGCG6CGGTCTGGCCTAG6GATCTTCCCC6TTGCC 
CCTTTGGGGCGGGMfiGCTGCGGAAGAAGAAGACGAGGTGGAGTGGGTAGTGGAGAGCATCG 
CGGGGTTC^TGCGAGGCCCAGACTGGTCCATCCCCATCTTGGACTTTGTGGftACAGAAATGT 
GAAGTTAACTGCAAAGGAGGGCATGTGATAACTCCAGGAAGCCCAGAGCCGGTGATTTTGGT 
• GGCCTGTGTTCCCCTTGTTTTTGATGATGAAGAAGAAAGCAAATTGACCT 
ATCAGGAATACAAAGAACTAGTTGAAAAGCTGTTAGAAG^ 
AATGAAGATCAATTTCAAGAAGCATGCACTTCTCCTCTTGCAAAGAC^ 
CATTTTGGAACCTGTGTTGGCAGCAGAAGATTTTACTATCTTTAAAGCAATGATGGTCCAGA 
AAAACATTGAAATGCAGCTGCAAGCCATTCGAATAATTCAAGAGAGAAATGGTGTATTACCT 
GACTGCTTAACCGATGGCTCTGATGTGGTCAGTGACCTTGAACACGAAGAGATGAAAATCCT 
GAGGGAAGTTGTTAGAAAATCAflAAGAGGAATATGACCAGGAAGAAGAAAGGAAGAGGAAAA 
AACAGTTATCAGAGGCTAAAACAGAAGAGCCCACAGTGCATTCCAGTGAAGCTGCAATAATG 
AATAATTCCCAAGGGGATGGTGAACATTTTGCACACCCACCCTGAGAAGTTAAAATGCATTT 
TGCTAATCAGTCAATAGAACCTTTGGGAAGAAAAGTGGAAAGGTCTGAAACTTCCTCCCTCC 
CACAAAAAGGCCTGAAGATTCCTGGCTTAGAGCATGCGAGCATTGAAGGACCAATAGCAAAC 
TTATCAGTACTTGGAACAGAAGAACTTCGGCAACGAGAACACTATCTCAAGCAGAAGAGAGA 
TAAGTTGATGTCCATGAGAAAGGATATGAGGACTAAACAGATACAAAATATGGAGCAGAAAG 
GAAAACCCACTGGGGAGGTAGAGGAAATGACAGAGAAACCAGAAATGACAGCAGAGGAGAAG 
CAAACATTACTAAAGAGGAGATTGCTTGCAGAGAAACTCAAAGAAGAAGTTATTAATAAG^ 

&TAATTAAGAACAATTTAACAAAATGGAAGTTCAAATTGTCTTAAAAATAAATTATTTAGTC 
CTTACACTG 
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FIGURE 6 

MAAEEEDEVEWVVESIAGF^ 
LVFDDEEESKLTYTEIHQEYl^ 

VLAAEDFTI FKAMMVQKN IEMQLQAI RI IQERNGVLPDCLTDGS DWSDLEHEEMKILREVL 
RKSKEEYDQEEERKRKKQLSEAKTEEP^^ 

IEPLGRKVERSETSSLPQKGLKIPGLEHASIEGPIANLSVLGTEELRQREHYLKQK^ 
MRKDMRTKQIQNMEQKGKPTGEVE^ 

N-glycosylation sites. 

amino acids 224-228, 246-250, 285-289 

N-ttjfristoylation site. 

amino acids 273-279 

Amidation site. 

amino acids 252-256 

Cytosolic fatty-acid binding proteins. 

amino acids 78-108 
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FIGURE 7 

GGGCA(^GCaCATGTGAAGTTTTTGATGATGAAGAAGAAAGCAA^ 

TCATCAG(^TACAAAGAACTAGTTGAAAAGCTGTTAGAAGGTTACCTCAAAGAAATTGGAA 
TTAATGAAGATC^TTTC^GAAGCATGCACTTCTCCTCTTGCAAAGACCCATAGATCACAG 
GCCATTTTTGCAACCTGTGTTGGCAGCAGAAGATTTTACTATCTTTAAAGCAATGATGGTCC 
AGAAAAACATTGAAATGCAGCTGCAAGCCATTCGAATAATTCAAGAGAGAAATGGTGTATTA 
CCTGACTGCTTAACCGATGGCTCTGATGTGGTCAGTGACCTTGAACACGAAGAGATGAAAAT 
t CCTGAGGGAAGTTCTTAGAAAATCAAAAGAGGAATATGACCAGGAA 
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GCGTGGTTTTTGTTCTG(^TAGG<^^ 

TAGCTTCTCCACGTATGGACCCTAAAGGCTACTGCTGCTACTACGGGGCT 

TCTCAGCTCTAGGATGTGCGTTCTTCCACT 

AGTGGftMSGAAAAACAGTGCTGTAGTCATOT 

ATTCCTGCTAGGTGCraTATT^ 

CTGCCAATGAAGAAAACAAGTATGAOTATCTT 

GTGAAGCTAGTTTTCTGTGTGCOT 

AAATTTGAAATATGCTTCCTGGAAGGAATTCTCTGATTTCA 
TTCTTTATTTCCTGGATAACTTGATTGTCTTC 
M GCTGTTATCTTCTCAAATTTTAGCATTATAACAACAGCT 
GAGGCGTCTAAACTGGATCCAGTGGGCTTCCCT 
tGACTGCOK^CTAAAACTTTACAGCACAAC 
TTTTTCAGCCCTTCCAATTCCTGCCTTCTI^ 
TACAGCAAAGGAATGGACTTTTCCTGAAGCTAAATGGAACACCAC^ 
ACATCCGTCTTGGCATGGGGCATGTTCTTATTATAGTCCAGTGTTTTA 
AATATCTATAATGAAAAGATACT^ 

GAACAGCAAACTCTATTTCTTTGGCATTCTGTTTAATGGGCTGACT 
GTAACCGTGATCAGATTAAGAACTGTGGATTTTTTTATGGCC^ 

CTTATTTTTGTAACTG(^TTC(^GGGCCTTTC^GTGGCTTTCATTCTGAAGTTCCTGGAT^ 
CATGTTCCATGTCTTGATGGCCCAGGTTAC^ 

TCTTTGACTTCAGGCCCTCCCTGGAATTTTTCTTGGAAGCCCCATCAGTCCTTCTCTCTATA 

TTTATTTATAATGCCAGCAAGCCTCAAGTTCCGGAATACGCACCTAGGCAAGAAAGGATCCG 

AGATCTAAGTGGCAATCTTTGGGAGCGTTCCAGTGGGGATGGAGAAGAACTAGAAAGACTTA 

CCAAACCCAAGAGTGATGAGTCAGATGAAGATACTTTC2MCTGGTACCCACATAGTTTGCA 

GCTCTCTTGAACCTTATTTTCACATTTTCAGTGTTTGTAATATTTATCTTTTCACTTTGATA 

AACCAGAAATGTTTCTAAATCCTAATATTCTTTGCATATATCTAGCTACTCCCTAAATGGTT 

CCATCCAAGGCTTAGAGTACCCAAAGGCTAAGAAATTCTAAAGAACTGATACAGGAGTAACA 

ATATGAAGAATTCATTAATATCTCAGTACTTGATAAATCAGAAAGTTATATGTGCAGATTAT 

TTTaZTCGGCCTTCAAGCTTC^ 

ACACATAGAGATCAATTTGCCAAATATTCACAA 

CTTCCCTTTTTAACATTATAAAAGCTAGGTTGTCTCTTGAATTTTGAGGCCCTAGAGATAGT 
CATTTTGCAAGTAAAGAGCAACGGGACCCTTTCTAAAAACGTTGGTTGAAGGACCTAAATAC 
CTGGCCATACCATAGATTTGGGATGATGTAGTCTGTGCTAAATATTTTGCTG7VAGAAGCAGT 
TTCTCAGACACAACATCTCAGAATTTTAATTTTTAGAAATTCATGGGAAATTGGATTTTTGT 
AATAATCTTTTGATGTTTTAAACATTGGTTCCCTAGTCACCATAGTTACCACTTGTATTTTA 
AGTCATTTAAACAAGCCACGGTGGGGCTTTTTTCTCCTCAGTTTGAGGAGAAAAATCTTGAT 
GTCATTACTCCTGAATTATTACATTTTGGAG7VATAAGAGGGCATTTTATTTTATTAGTTACT 
AATTCAAGCTGTGACTATTGTATATCTTTCC^GAGTTGAAATGCTGGCTTCAGAATCATA^ 
CAGATTGTCAGTGAAGCTGATGCCTAGGAACTTTTAAAGGGATCCTTTCAAAAGGATCACTT 
AGCAAACACATGTTGACTTTTAACTGATGTATGAATATTAATACTCT7VAAAATAGAAAGACC 
AGTAATATATAAGTCACTTTACAGTGCTACTTCACACTTAAAAGTGCATGGTATTTTTCATG 
GTATTTTGCATGCAGCCAGTTAACTCTCGTAGATAGAGAAGTCAGGTGATAGATGATATTAA 
AAATTAGCAAACAAAAGTGACTTGCTCAGGGTCATGCAGCTGGGTGATGATAGAAGAGTGGG 
CTTTAACTGGCAGGCCTGTATGTTTACAGACTACCATACTGTAAATATGAGCTTTATGGTGT 
CATTCTCAGAAACTTATACAT.TTCTG 

AGGTAATATACTATTATATAATTCATTTGTGATATCCACAATAATATGACTGGCAAGAATTG 
GTGGAAATTTGTAATTAAAATAATTATTAAACCT 
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HEKQCCSHPVICSLSTMyTFZiLGAIPIALSSSRILLVKYSANEEHKYDYLPTTVNVCSELVK 
LVFCVLVSFCVIKKDHQSRNLKYASWKEFSDFMKW 

I FSNFSI ITTALLFRI VLKRRI^IQWASLLTLFI^IVALTAGTKTLQHNI^ 
SPSNSCLLFRSECPRKDNCTAKEWTFPEAKWNTTARVFSHIRI^GHVLIIVQCFISSMANI 
YNBKIIJCEGNQLTESIFIQNskLYFPGILFNGLTLGLQRSNRDQIKNCGFFYGHSAFSVALI 
FVTAFQGI^VAFILKFLDNMFHVLMAQVTTVIITTVSVLV^ 
* YNASKPQVPEYAPRQERIRDLSGNLWERSSGDGEELERLTKPKSDESDEDTF 



amino acids 16-36 (type II), 50-74, 147-168, 229-250, 271-293, 
298-318, 328-368 

N-glycosylation sites. 

amino acids 128-132, 204-208, 218-222, 374-378 

Glycosaminoglycan attachment site. 

amino acids 402-406 



N-myristoylation sites. 

amino acids 257-263, 275-281, 280-286, 284-290, 317-323 
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FIGURE 10 

CGTGCCTGCGCAATGGGTGTCGGGTCCGCTTTTTCCCAATCCGGACGT^ 

TTCTGCAATAGGCGGCTTAGAGGGAGGGGCTTTTTCGCCTATACCTACTGTAGCTTCTCCAC 

GTATGSACCCTAAAGGCTACTGCTGCTACTACGGGGCTAGACAGTTACTGTCTCAGCTCTAG 

GATGTGCGTTCTTCCACTAGAAGCTCrTCTGAGGGAGGTAATTAAAAAAC^ 

AAACAGTGCTGTAGTCATCCTGTAATATGCTCCTTGTCAACAATGTATACATTCCTGCTAGG 

TGCCATATTCATTGCTTTAAGCTCAAGTCGCATC^ 

h aaty^caagtatgattatcttccaactactgtgaatgtgtgctcagaactggtgaagctagtt 
ttctgtgtgcttgtgtcattctGtgttataaagaaagatcatcaaagtagaaatttgaaata 
tgcttcctggaaggaattctctgatttcatgaagtggtccattc 

TGGATAACTTGATTGTCTTCTATGTCCTGTCCTATCTTCAACCAGCCATGGCTGTTATCTTC 
TCAAATTTTAGCATTATAACAACAGCTCTTCTATTCAGGATAGTGCTGAAGAGGCGTCTAAA 
CTGGATCCAGTGGGCTTCCCTCCTGACTTTATTTTTGTCTATTGTGGCCTTGACTGCCGGGA 
CTAAAACTTTA 
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FIGURE 13, 

CGGACGCGTGGGCGGACGCGTGGGCGGACGCGTGGGGCCGGCTTGGCTAGCGCGCGGCGGCC 
GTGGCTAAGGCTGCTACGAAGCGAGCTTGGGAGGAGCAGCGGCCTGCGGGGCAGAGGAGCAT 
CCCGTCTACCAGGTCCCAAGCGGCGTGGCCCGCGGGTCATGGCCAAAGGAGAAGGCGCCGAG 
AGCGGCPCCGCGGCGGGGCTGCTACCGACC^GCaTCCTCCAAAGCACTGAA 
GCTGAAGAAAGAACCGAAAAAGAAGAAACAACAGTTGTCTGTTTGC^ 
CaCTTGGGGGAGCCCCCTACCAGGTGACGGGCTGTGCCCTGGGTTTCTTCCTTCAGATCTAC 
CTATTGG^ffiTGGCTCAGGTGGGGGGTTTCTCTGCCTCCATCATCCTGTTTGTG^ 
CTGGGATGCCATCACAGACCCCCrGGTGGGCeTCTGCATCAGCAAATCCCCCTGGACCTGCC 
TGGGTCGCCTTATGCCCTGGATCATCTTCTCCACGCCCCTGGCCGTCATTGCCTACTTCCTC 
0 ATCTGGTTCGTGCCCGACTTCCCACACGGCGAGACCTATTGGTAC^ 
*CTTTGAAACAATGGTCACGTGTTTCCATGTTCCCTACTCGGCTCTCACCA 
ACCGAGCAGACTGAGCGGGATTCTGCCAGCGCXTATGGGATGACTGTGGAAGTGCTGGGCA 
AGTGCTGGGCACGGCGATCCAGGGACAAATCGTGGGCCAAGCAGACACGCC TT GTTTCCAGG 
ACTTCAATAGCTCTACAGTAGCTTCACAAAGTGCCAACCATACACATGGCACCACTTCACAC 
AGGGAAACGCAAAAGGCATACCTGCTGGCAGCGGGGGTCATTGTCTGTATCTATATAATCTG 
TGCTGTCATCCTGATCCTGGGCGTGCGGGAGCAGAGAGAACCCTATGAAGCCCAGCAGTCTG 
AGCCAATCGCCTACTTCCGGGGCCTACGGCTGGTCATGAGCCACGGCCCATACATCAAACTT 
ATTACTGGCTTCCTCTTCACCTCCTTGGCTTTCATGCTGGTGGAGGGGAACTTTGTCTTGTT 
TTGCACCTACACCTTGGGCTTC^GCAATGAATTCCAGAATCTACTCCTGGCCATCATGCTCT 
CGGCCACTTTAACCATTCCCATCTGGCAGTGGTTCTTGACCCGGTTTGGCAAGAAGACAGCT 
GTATATGTTGGGATCTCATCAGCAGTGCCATTTCTCATCTTGGTGGCCCTCATGGAGAGTAA 
CCTCATCATTACATATGCGGTAGCTGTGGCAGCTGGCATCAGTGTGGCAGCTGCCTTCTTAC 
TACCCTGGTCCATGCTGCCTGATGTCATTGACGACTTCCATCTGAAGCAGCCCCACTTCCAT 
GGAACCGAGCCCATCTTCTTCTCCTTCTATGTCTTCTTCACCAAGTTTGCCTCTGGAGTGTC 
ACTGGGCATTTCTACCCTCAGTCTGGACTTTGCAGGGTACCAGACCCGTGGCTGCTCGCAGC 
CGGAACGTGTCAAGTTTACACTGAACATGCTCGTGACCATGGCTCCCATAGTTCTCATCCTG 
CTGGGCCTGCTGCTCTTCAAAATGTACCCCATTGATGAGGAGAGGCGGCGGCAGAATAAGAA 
GGCCCrGCAGGCACTGAGGGACGAGGCCAGCAGCTCTGGCTGCTCAGAAACAGACTCCACAG 
AGCTGGCTAGCATCCTCS&SGGCCCGCCACGrTGCCCGAAGCCACCATGCAGAAGGCCACAG 
AAGGGATCAGGACCTGTCTGCCGGCTTGCTGAGCAGCTGGACTGCAGGTGCTAGGAAGGGAA 
CTGAAGACTCAAGGAGGTGGCCCAGGACACTTGCTGTGCTCACTGTGGGGCCGGCTGCTCTG ' 
TGGCCTCCTGCCTCCCCTCTGCCTGCCTGTGGGGCCAAGCCCTGGGGCTGCCACTGTGAATA 
TGCCAAGGACTGATCGGGCCTAGCCCGGAACACTAATGTAGAAACCTTTTTTTTACAGAGCC 
TAATTAATAACTTAATGACTGTGTACATAGCAATGTGTGTGTATGTATATGTCTGTGAGCTA 
TTAATGTTATTAATTTTCATAAAAGCTGGAAAGC 
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MWLRWALSLPPSSCLWAEPGMPSQTPWWASASANPPGPAWVALCPGSSSPRPWPSLPTSSSG 
SCPTSHTARPIGTCFSIASIJCQWSRVSMFPTRLSPCSSATEQTERDSATAYRMTVEVLGTVL 
GTMCK^IVGQADTPCPQDFNSSTVASQSANHTHGTTSHRETQKAYLIJU^IVCIYIICAV 
ILILGVREQREPYEAGXJSEPIAYFRGIJttVMSHGPYIKLITGFLFTSLAEMLVEGNPVLrcT 
YTLGFRNEPQNLLLAIMLSATLTI PIWQWFLTRFGKKTAVYVGI SSAVPFLILVALMESNLI 
ITYAVAVAAGISVAAAFLLPWSMLPDVIDDFHLKQPHFHGTEPIFFSFYVFFTKFASGVSLG 
t I STLSLDFAGYQTRGCSQPERVKFTLNMLVTMAP I VL I LLGLLL FKMY P I DEERRRQNKKAL 
QALRDEASSSGCSETDSTELASIL 
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FIOTEK 13 

GGGAAACGCAAAAGGGATACCTGCTGGCAGCGGGGGTCATTGTCTGTATCTATATAATCTGT 
GCTGTCATCCTGATCCPGGGCGTGCGGGAGCAGAGAGAACCCTATGAAGCCCAGCAGTCTGA 
GCCAATCGCCTACTTCCGGGGCOTACGGCTGGTCATGAGCC^^ 
TTACTGGCTTCCTCTTCACCTCCTTGGGTTTCATGCTTC^ 

TGCACCTACACCTTGGGCOTCCGCAATGAATTCCAGAATCTACTCCTGGCCATCATGCTCTC 
GGCCACTTTAACCATTCCCATCTGGCAGTGGTTCTTGACCCGGTTTGGCAAGAAGA 
A TATATGTTGGGATCTCATCAGCAGTGCCATTTCTCAICTTGGTGGCCCTCATGGAGAGTAAC 
CTCATCATTACATATGCGGTAGCTGTGGCW^ 
ACCXTGGTCCATGCTGCCTGATGTCATTGACGACTTCCATCTGAAGCA 
GAACCGAGCCCAT 
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FIGURE 14 

GGGGCTTCGGCGCCAGCGGCCAGCGCTAGTCGGTCTGGTAAGGATTTACAAAAGGTGCAGGT 
ATGAGCAGGTCTGAAGACTAACATTTTGTGAAGTTGTAAAACAGAAAACCTGTTAGAA^EST 
GGTGGTTTC^GCAAGGCCTCAGTTTC^ 

TTCATATTTTCATACATTACTGCAGTAACACTCCACCATATAGACCCGGCTTTACCTTATAT 
CAGTGACACTGGTACAGTAGCTCC^GAAAAATGCTTATTTGGGGCAATGCTAAATATTGCGG 
CAGTTTTATGCATTGCTACC^TTTATGTTCGTTATAAGCAAGTTCATGCTCTGAGTCCTGAA 
t GAGAACGTTATCATCAAATTAAACAAGGCTGGCCTTGTACTTGGAATACTGAGTTGTTTAGG 
ACTPTTCTATTGTGGCAAACTTCCAGAAAACAACCCTTTTTGCTGCACATGTAAGTGGAGCTG 
TGCTTACCTTTGGTATGGGCTCATTATATATGTTTGTTCAGACCATCCTTTCCTACCAAATG 
CAGCCCAAAATCC^TGGCAAACAAGTCTT?CTGGATC^ 

AGTAAGTGCACTTAGCATGCTGACTTGCTCATCAGTTTTGCACAGTGGCAATTTTGGGACTG 
ATTTAGAACAGAAACTCCATTGGAACCCCGAGGACAAAGGTTATGTGCTTCACATGATCACT 
ACTGCAGCAGAATGGTCTATGTCATTTTCCTTCTTTGGTTTTTTCCTGACTTACATTCGTGA 
TTTTCAGAAAATTTCTTTACGGGTGGAAGCQUVTTTACATGGATTAACCCTCTATGACACTG 
CACCTTGCCCTATTAACAATGAACGAACACGGCTACTTTCCAGAGATATT3ES&TGAAAGGAT 
AAAATATTTCTGTAATGATTATGATTCTCAGGGATTGGGGAAAGGTTCACAGAAGTTGCTTA 
TTCTTCTCTGAAATTTTCAACCACTTAATCAAGGCTGACAGTAACACTGATGAATGCTGATA 
ATCAGGAAACATGAAAGAAGCCATTTGATAGATTATTCTAAAGGATATCATCAAGAAGACTA 
TTAAAAACACCTATGCCTATACTTTTTTATCTCAGAAAATAAAGTCAAAAGACTATG 
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FIGURE 15 

MWWEXX)GLSFLPSALVIWTSAAFIFSYITAVTIJiHIDPALPyiSIXrGTVAPEKCLFGJ\MLNI 
AAVI^IATIYVRYKQVHALSPEENVIIKLNKAGLVLGILSCLGLSIVANFQKTTLFAAHVSG 
AVLTFGMGSLYMFVQTILSYQMQPKIHGKQVFWIRIJ.LVIWCGVSALSMLTCSSVLHSGNFG 
TDLEQKLHWNPEDKGYVLHMITTAAEWSMSFSFFGFFLTYIRDEXJKISLRVEANLHGLTLYD 
TAPCPINNERTRLLSRDI 
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FIGURE 16 

CGGACGCTTGGGCNGCGCCAGCGGGGAGCGCTAGTCGGTCTGGTAAGTGCGTGATGCCGAGT 
TCCGTCTCTCGGGTCTTTTCCTGGTCCCAGGCAAAGCGGAGCGGAGATCCTCAAACGGCCTA 
GTGCTTCGCGCTTCCGGAGAAAAT^GCGGTCTAATTAATTC 

TACCAAGAATCTTCAACCCTTTCCCACAAAAGCTAATTGAGTACACGTTCCTGTTGAGTACA 
CGTTCCTGTTGATTTACAAAAGGTGCAGGTATGAGCAGGTCTGAAGACTAACATTTTGTGAA 
GTTGTAAAACAGAAAACCTGTTAGAAATGTGGTGGTTTCAGCAAGGCCT 
m TCAGCCCTTGTAATTTGGACATCTGCTGCITTCATArTTTCATACATTACTGCAGTAACACT 
CCACCATATAGACCCGGCTTTACCTTATATCAGTGACACTGGTACAGTANC 



WO 00/73454 



PCT/DS0W08439 



17/330 



aXACGCGTCCGCCCGCCGCTGCGTCOXSGACT 

CCGGGGTGCGGAGCCGAC^SCGCCCGCTTCTCGGCCTCCTTCTGGTCTTCGCCGGCTGCAC 

CTTCGCCTTGTACTTGCTGTCGACGCGACTGCCCCGCGGGCG6AGACTGGGCTCCACCGAGG 

AGGCTGGAGGCAGGTGGCTGTGGTTCCCCTCCGACCTGGCAGJIGCTGCGGGAGC^ 

GTCCTTCGAGAGTACCGGAAGGAGCACCAGGCCTACGTGTTCCTGCTCTTCTGGGGCGCCTA 

CXTTGiaa^CAGGGCTTTGCCATCCCC^GCTCC^ 

# TGTTTGGGCCATGGCTGGGGCTTCTGCTGTGCTGTGTGTTGACCTCGGTGGGTGCCACATGC 
TGCTACCTGCTCTCCAGTATTTTTGGCAA^ 

GGCCCTGCTGCAGAGAAAGGTGGAGGAGAACAGAAACAGCTTGTTTT^ 

TGAGACTTTTCCCCATGACACCAAACTGGTTCTTGAACCTCTCGGCCCCAATTC 

CCCATCGTGCAGTTCTTCTTCTCAGTTCTTATCGGTTTGATCCCATATAATTTCATCTGTGT 

GCAGAGAGGGTCCATCCTGTCyiACCCTAACCTCTCTGGATGCTCTTTTCTCCTGGGACACTG 

TCTTTAAGCTGTTGGCCATTGCCATGGTGGCATTAATTCCTGGAACCCTCATTAAAAAATTT 

AGTC^GAAACATCTGCAATTGAATG^U^CAAGTACTGCTAATCATATACACAGTAGAAAAGA 

CACAT^TCTGGATTTTCTGTTTGCCACATCCCTGGACTCAGTTGCTTATTTGTGTAATGGA 

TGTGGTCCTCTAAAGCCCCTCATTGTTTTTGATTGCCTTCTATAGGTGATGTGGACACTGTG 

CATCAATGTGCAGTGTCTTTTCAGAAAGGACACTCTGCTCTTGAAGGTGTATTACATCAGGT 

TTTCAAACCAGCCCTGGTGTAGCAGACACTGCAACAGATGCCTCCTAGAAAATGCTGTTTGT 

GGCCGGGCGCGGTGGCTCACGCCTGTAATCCCAGCACTTTGGGAGGCCGAGGCCGGTGATTC 

ACAAGGTCAGGAGTTCAAGACCAGCCTGGCCAAGATGGTGAAATCCTGTCTCTAATAAAAAT 

ACAAAAATTAGCCAGGCGTGGTGGCAGGCACCTGTAATCCCAGCTACTCGGGAGGCTGAGGC 

AGGAGAATTGCTTGAACCAAGGTGGCAGAGGTTGCAGTAAGCCAAGATCACACCACTGCACT 

CCAGCCTGGGTGATAGAGTGAGACACTGTCTTGAC 
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FIGURE 18 

MRPIJiGLLLVFAGCTFALYLLST 

KEHQAYVFLLFCGA YL YKQGFAI PGS S FLNVLAGMiFGPWIXSLIJX^C^TS VGATCCYLLSS 

IFGKOLWSYFPDKVMJ.QRKVEBNRNSLFFFU 

FSVLIGLIPYNFICVQTGSILSTLTSLD 

LNETSTANHIHSRKDT 

§ Important: features: 
Signal peptide: 

amino acids 1-17 

Transmembrane domains: 

amino acids 101-123, 189-211 

H-glycosylation sites. 

amino acids 172-176, 250-254 

cAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 240-244, 261-265 

N-myristoylation site. 

amino acids 13-19, 104-110, 115-121, 204-210 

Amidation site. 

amino acids 27-31 

Prokaryotic membrane lipoprotein lipid attachment site. 

amino acids 4-15 

Protein splicing proteins. 

amino acids 25-31 

Sugar transport proteins. 

amino acids 162-172 



WO 00/73454 



PCT/DS00/08439 



19/330 



CCGAGGCGGGAGGAGCCCGAGGGGGCGCGAGCCCCGCATGAATCATTGTAGTCAATCATTTT 

CCT^TTCTCAGCCGCTCAGTTGTGATC^GGGACACGTGGTTTCCGAACTGCCAGCTCAGAA 

TAGGAAAATAACTTGGGATTTTATATTGGAAGACMSGATCTTGCTGCCAACGAGATCAGCA 

TTTATGACAAACTTTCAGAGACTGTTGATTTGGTGAGACAGACCGGCCATCAGTGTGGCATG 

TCAGAGAAGGCAATT GAAAAATTTATCAGACAGCTGCTGGAAAAGAATGAACCTCAGAGACC 

CCCCCCGCAGTATCCTCTC^TTATAGTTGTGTATAAGGTTCTCGCAACCTTGGGATTAATCT 

TGCKIACTGCCrACTTTGTGATTCAACCTTTCAGCCCATTAGCACCT 

GGAGCTCACACCTGGCGCTCACTCATCCATCACATTAGGCTGATGTCCTTGCCCATTG^ 

GAAGTACATGTCAGAAAATAAGGGAGTTCCTCTGCATGGGGGTGATGAAGACAGACCCTTTC 

CAGACTTTGACCCCTGGTGGACAAACGACTGTGAGCAGAATGAGTCAGAGCCCATTCCTGCC 

AACTGCACTGGCTGTGCCCAGAAACACCTGAAGGTGATGCTCCTGGAAGACGCCCCAAGGAA 

ATTTGAGAGGCTCCATCCACTGGTGATCAAGACGGGAAAGCCCCTGTTGGAGGAAGAGATTC 

AGCATTTTTTGTGCCAGTACCCTGAGGCGACAGAAGGCTTCTCTGAAGGGTTTTTCGCCAAG 

TGGTGGCGCTGCTTTCCTGAGCGGTGGTTCCCATTTCCTTATCCATGGAGGAGACCTCTGAA 

CAGATCACAAATGTTACGTGAGGTTTTTCCTGTTTTCACTCACCTGCeATTTCCAAAAGATG 

CCTCTTTAAACAAGTGCTCCTTTCTTCACCCAGAACCTGTTGTGGGGAGTAAGATGCATAAG 

ATGCCTGACCTATTTATCATTGGCAGCGGTGAGGCCATGTTGCAGCTCATCCCTCCCTTCCA 

GTGCCGAAGACATTGTCAGTCTGTGGCCATGCCAATAGAGCCAGGGGATATCGGCTATGTCG 

ACACCACCCACTGGAAGGTCTACGTTATAGCCAGAGGGGTCCAGCCTTTGGTCATCTGCGAT 

GGAACCGCTTTCTCAGAACTGISfiGAAATAGAACTGTGCACAGGAACAGCTTCCAGAGCCGA 

AAACGAGGTTGAAAGGGGAAAAATAAAAACAAAAACGATGAAACTGGAAAAA 
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FIGURE 20 

MDMMEISIYDKLSETVDLVRQTGHQCGMSEKAIEKFIRQLLEKNEPQRPPPQYPLLIVVY 
KVLATLGLILLTAYFVIQPFSPLAPEPVLSGAHTWRSLIHHIRLMSLPIAKKYMSEaiKGVPL 
HGGDEDRPFPDFDPWWTNDCEQNESEPIPANCTGCAQKHLKVMLLEDAPRKFERLHPLVIKT 
GKPIJ.EEEIQHFLCQYPEATEGFSEGFFMCWWRCPPERWFPFPYPWRRPLNRSQMLRELFPV 
FTHLPFPKDASLNKCSFLHPEPWGSKMHKMPDLFIIGSGEAMLQLIPPFQCRRHCQSVAMP 
I E PGDIGYVDTTHWKVYVIARGVQPLVICDGTAFSEL 
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FIGURE 21 

CCACGGTGTCCGTTCTTCGCCCGGGGGCAGCTCTCXJCCGAGGCGGGAGGlWaCCCGAGGGGCG 
CGAGCCCCGCATGAATCATTGTAGTC^^TGATTTTCCAGTTCTCaGCC^TTC^GTTGTGATC 
AAGGGACACGTGGTTTCCGAACTGCCAGCTCAGAATAGGAWy^TAACTTGGGATTTTATATT 
GGi^GACATGGATCTTGCTGCC^CGAGATC^GCATTTATGACjyyiCTTT(^GAGACTGTTG 
ATTTGGTGAGACAGACCGGCCATCAGTGTGGCATGTCAGAGAAGGCAATTGAAAAATTTATC 
AGACAGCTGCTGGAAAAGAATGAACCTaWSAGACCCCCCCCGCAGTATCCTCTCCTTATAGT 
a TGTGTATAAGGTTCTCGCAACCTTGGGATTAATCTTGCTCA 
CTTTCAGCCCATTAGCACCTGAGCCAGTGCTTTGTGGAGCTCAC 
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CXJCACmSTCCGCCCACGCGTCCGGC^^ 

CAG<3GTCCCCACTTGCAGCTGCAGCAGCTGCAGCAGCTGCAGAGCGCTGCTCCTGGCTGGTG 

CCACTGGTGCGCACGCTGCTAGACCGTGCCTATGAGCCGCTGGGGCTGCAGTGG^ 

CTCCCTGCCACCCACCAATGGCAGCCCCACCTTCTTTGAAGACTTCCAGGCTTTTTGT 

CACCXX^TGGCGCCAOTCATCGAC»AACAGGTACAGCCAACeA3§^ 

GACACGTATGCTAAGAGCCACGACCTTATGTCAGGTTTCTGGAATGCCTGCTATGACATGCT 

TATGAGCA6TGGGCAGCGGCGCCAGTGGGAGGGCGCCCAGAGTCGTCGGGCCTTCCAGGAGC 

TGGTGCTGGAACCTGCGCAGAGGCGGGCGCGCCTGGAGGGGCTACGCTACACGGCAGTGCTG 

AAGCAGCAGGCAACGCAGCACTCCATGGCCCTGCTGCACTGGGGGGCGCTGTGGCGCCAGCT 

CGCCAGCCCATGTGGGGCCTGGGCGCTGAGGGACACTCCCATCCCCCGCTGGAAACTGTCCA 

GCGCCGAGACATATTCACGCATGCGTCTGAAGCTGGTGCXX^ACCATCACTTCGACCCTCAC 

CTGGAAGCCAGCGCTCTCCGAGACAATCTGGGTGAGGTTCCCCTGACACCCACCGAG 

* CTCACTGCCTCTGGCAGTGACCAAAGAGGCC^^ 
AG^CCAGCTCGGCGAGGACGAGCTGGCTGAGCTGGAGACCCCGATGGAGGC^GCAGAACTG 
GATGAGCAGCG^ 

GGTCCCAGGGCTGCTGGAGGTCACCACACAGAATGTATACOTCTACGATGGCA6GACTGAGC 

GCCTGGAAACCGAGGAGGGCATCGGCTATGATTTCCGGCGCCCACTGGCCCAGCTGCGTGAG 

GTC^CCTGCGGCGTTTCi^CCTGCGCCGTTCAGC^CTTGAGCTCTTCTTTATCGATCAG^ 

CAACTACTTCCTCAACTTCCCATGCAAGGTGGGCACGACCCCAGTCTCATCTCCTAGCCAGA 

CTCCGAGACCCCAGCCTGGCCCCATCCCACCCCATACCCAGGTACGGAACCAGGTGTACTCG 

TGGCTCCTGCGCCTACGGCCCCCCTCTCAAGGCTACCTAAGCAGCCGCTCCCCCCAGGAGAT 

GCTGCGTGCCTCAGGCCTTACCCAGAAATGGGTACAGCGTGAGATATCCAACTTCGAGTACT 

TGATGCAACTCAACACCATTGCGGGGCGGACCTACAATGACCTGTCTCAGTACCCTGTGTTC 

CCCTGGGTCCTGCAGGACTACGTGTCCCCAACCCTGGACCTCAGCAACCCAGCCGTCTTCCG 

GGACCTGTCTAAGCCCATCGGTGTGGTGAACCCCAAGCATGCCCAGCTCGTGAGGGAGAAGT 

ATGAAAGCTTTGAGGACCCAGCAGGGACCATTGACAAGTTCCACTATGGCACCCACTAGtCC 

AATGCAGCAGGCGTGATGCACTACCTCATCCGCGTGGAGCCCTTCACCTCCCTGCACGTCCA 

GCTGCAAAGTGGCCGCTTTGACTGCTCCGACCGGCAGTTCCACTCGGTGGCGGCAGCCTGGC 

AGGCACGCCTGGAGAGCCCTGCCGATGTGAAGGAGCTCATCCCGGAATTCTTCTACTTTCCT 

GACTTCCTGGAGAACCAGAACGGTTTTGACCTGGGCTGTCTCCAGCTGACCAACGAGAAGGT 

AGGCGATGTGGTGCTACCCCCGTGGGCCAGCTCTCCTGAGGACTTCATCCAGCAGCACCGCC 

AGGCTCTGGAGTCGGAGTATGTGTCTGCACACCTACACGAGTGGATCGACCTCATCTTTGGC 

TACAAGCAGCGGGGGCCAGCCGCCGAGGAGGCCCTCAATGTCTTCTATTACTGCACCTATGA 

GGGGGCTGTAGACCTGGACCATGTGACAGATGAGCGGGAACGGAAGGCTCTGGAGGGCATTA 

TCAGCAACTTTGGGCAGACTCCCTGTCAGCTGCTGAAGGAGCCACATCCAACTCGGCTCTCA 

GCTGAGGAAGCAGCCCATCGCCTTGCACGCCTGGACACTAACTCACCTAGCATCTTCCAGCA 

CCTGGACGAACTCAAGGCATTCTTCGCAGAGGTGACTGTGAGTGCCAGTGGGCTGCTGGGCA 

CCCACAGCTGGTTGCCCTATGACCGCAACATAAGCAACTACTTCAGCTTCAGCAAAGACCCC 

ACCATGGGCAGCCACAAGACGCAGCGACTGCTGAGTGGCCCGTGGGTGCCAGGCAGTGGTGT 

GAGTGGACAAGCACTGGCAGTGGCCCCGGATGGAAAGCTGCTATTCAGCGGTGGCCACTGGG 

• ATGGCAGCCTGCGGGTGACTGCACTACCCCGTGGCAAGCTGTTGAGCCAGCTCAGCTGCCAC 
CTTGATGTAGTAACCTGCCTTGCACTGGACACCTGTGGCATCTACCTCATCTCAGGCTCCCG 
GGACACCACGTGCATGGTGTGGCGGCTCCTGCATCAGGGTGGTCTGTCAGTAGGCCTGGCAC 
CAAAGCCTGTGCAGGTCCTGTATGGGCATGGGGCTGCAGrGAGCTGTGTGGCCATCAGCACT 
GAACTTGACATGGCTGTGTCTGGATCTGAGGATGGAACTGTGATCATACACACTGTACGCCG 
CGGACAGTTTGTAGCGGCACTACGGCCTCTGGGTGCCACATTCCCTGGACCTATTTTCCACC 
TGGCATTGGGGTCCGAAGGCCAGATTGTGGTACAGAGCTCAGCGTGGGAACGTCCTGGGGCC 
CAGGTCACCTACTCCTTGCACCTGTATTCAGTCAATGGGAAGTTGCGGGCTTCACTGCCCCT 
GGCAGAGCAGCCTACAGCCCTGACGGTGACAGAGGACTTTGTGTTGCTGGGCACCGCCCAGT 
GCGCCCTGCACATCCTCCAACTAAACACACTGCTCCCGGCCGCGCCTCCCTTGCCCATGAAG 
GTGGCCATCCGCAGCGTGGCCGTGACCAAGGAGCGCAGCCACGTGCTGGTGGGCCTGGAGGA 
TGGCAAGCTCATCGTGGTGGTCGCGGGGCAGCCCTCTGAGGTGCGCAGCAGCCAGTTCGCGC 
GGAAGCTGTGGCGGTCCTCGCGGCGCATCTCCCAGGTGTCCTCGGGAGAGACGGAATACAAC 
CCTACTGAGGCGCGCTGAACCTGGCCAGTCCGGCTGCTCGGGCCCCGCCCCCGGCAGGCCTG 
GCCCGGGAGGCCCCGCCCAGAAGTCGGCGGGAACACCCCGGGGTGGGCAGCCCAGGGGGTGA 
GCGGGGCCCACCCTGCCCAGCTCAGGGATTGGCGGGCGATGTTACCCCCTCAGGGATTGGCG 
GGCGGAAGTCCCGCCCCTCGCCGGCTGAGGGGCCGCCCTGAGGGCCAGCACTGGCGTCT 
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MSQFEMDTYAKSHDLMSGFWNACYDMLMSSGQRRQWERAQSRRAFQEn*VI£PAQRRARLEGL 
RYTAVLKQQATQH SMALLHWGAL WRQLAS PCGAWALRDT P I PRWKLS SAETYSRMRLKLVPN 
HHFDPHIJSASALRDNLGEVPLTPTEEASLPLAVTKEAKVSTPPEL^ 
MEAAELDEQREKLVLSAECQLVTVVAVVPGLLEVTTQNVYFYDGSTERVETEEGIGYDFRRP 
LAQLREVHIJtftFNLRRSALELFFIDQANYFLNFPCKVGTO 

RNQVYSWLLRLRPPSQG YLSSRS PQEMLRASGLTQKWVQRE I SN FEYLMQLNTIAGRT YNDL 
SQYPVFPWVLQDYVSPTLDLSNPAVFRDLSKPIGVVNPKHAQLVREKYESFEDPAGTIDKFH 
* YGTHYSNAAGVMHYLIRVEPFTSLHVQI^SGRFDCSDRQFHSVAAAWQARLESPADVKELIP 
EFFYFPDFI^QNGFDLGCLQLTNEKVGDVVLPPWASSPEDFIQQHRQALESETVSAHI^EW 
I DLIFGYKQRGPAAEEALNVFYYCTYEGAVDLDHVTDERERKALEGI ISNFGQTPCQLLKEP 
HPTRLSAEEIAAHRLARLDTNSPSIFQHLDELKAFFAEVTVSASGLLGTHSWLPYDRNISNYF 
S FSKDPTMGSHKTQRLLSGPWVPGSGV SGQALAVAPDGKLLFSGGHWDGSLRVTALPRGKLL 
SQI^HLDVVTCIJUjOTCGIYLISGSRDTTf^VWRIJ^HQGGLSVGIAPKPVQVLYGHGAAVS 
CVAISTELDMAVSGSEDGTVI IHTVRRGQFVAALRPLGATFPGPIFHLALGSEGQI WQSSA 
WERPGAQVTYSLHLYSVNGKLRASLPLAEQPTALTVTEDFVLLGTAQCALHILQLNTLLPAA 

PPLPMKVAIRSVAVTKERSHVLVGLEDGKLIVWAGQPSEVRSSQFARKLWRSSRRISQVSS 
GETEYNPTEAR 

N-glycosylation site, 
amino acids 677-681 

cAHP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 985-989 

Tyrosine kinase phosphorylation site. 

amino acids 56-65, 367-376, 543-551 

N-myristoylation site. 

amino acids 61-67, 436-442, 604-610, 610-616, 664-670, 691-697, 

706-712, 711-717, 769-775, 785-791; 802-808, 820-826, 834-840, 
873-879, 912-918, 954-960 
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FIGURE 24 

CGS*CGCGTGGGCGGACGCGTGGGGGCTGTGAGAAAGTGCCA^ 

CACGGCCCAC(^GTGAACTCX;TCGTGCCCAGGGCTGATGTGCGTCTTCCAGGGCTACrCAT 
CCAAAGGCCTAATCCAACGTTCTGTCTTCAATCTGCAAATCT 

TGGACCCTTAACTGGGTACTGGCCCTGGGCCAATGCGTCCTCGCTGGAGCCTTTGCCTCCTT 
CTACTGGGCCTTCCACAAGCCCCAGGACATCCCTACCTTCCCCTTAATCTCT 
GCACaWJTCCGTTACCACACTGGGTCATTGGCATTTGGAGCCCTC^TCCTGACCCTTGTGCAG 
t ATAGCCCGGGTCATCTTGGAGTATATTGACCACAAGCTCAGAGGAGTGCAGAACCCTGTAGC 
CCGCTGCATCATGTGCTGTTTCAAGTGCTGCCTCTGGT^ 
TAAACCGCAATGCaTACATCATGATCGCCATCTACGGGAAGAATTTCTGTGTC 
AATGCGTTCATGCTACTCATGCGAAACATTGTCAGGGTGGTCGTCCTGGACAAAGTCACAGA 
CCTGCTGCTGTTCTTTGGGAAGCTGCTGGTGGTCGGAGGCGTGGGGGTCCTGTCCTTCTTTT 
TTTTCTCCGGTCXjCATCCCGGGGC^GGGTAAAGACTTC 

TGGCTGCCCATCATGACCTCCATCCTGGGGGCCTATGTCATCGCCAGCGGCTTCTTCAGCGT 
TTTCGGCATGTGTGTGGACACGCTCTTCCTCTGCTTCCTGGAAGACCTGGAGCGGAACAACG 
GCTCCCTGGACCGGCCCTACTACATGTCCAAGAGCCTTCTAAAGATTCTGGGCAAGAAGAAC 
GAGGCGCCCCCGGACAACAAGAAGAGGAAGAAGS^CAGCTCCGGCCCTGATCCAGGACTGC 
ACCCCACCCCCACCGTCCAGCCATCCAACCTCACTTCGCCTTACAGGTCTCCATTTTGTGGT 
AAAAAAAGGTTTTAGGCCAGGCGCCGTGGCTCACGCCTGTAATCCAACACTTTGAGAGGCTG 
AGGCGGGCGGATCACCTGAGTCAGGAGTTCGAGACCAGCCTGGCCAACATGGTGAAACCTCC 
GTCICTATTAAAAATACAAAAATTAGCCGAGAGTGGTGGCATGCACCTGTCATCCCAGCTAC 
TCGGGAGGCTGAGGCAGGAGAATCGCTTGAACCCGGGAGGCAGAGGTTGCAGTGAGCCGAGA 
TCGCGCCACTGCACTCCAACCTGGGTGACAGACTCTGTCTCCAAAACAAAACAAACAAACAA 
AAAGATTTTATTAAAGATATTTTGTTAACTC 
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RTRGRTRGGCEKVPINTSCMPTAHLVNSSCPGLMCVFQGYSSK6LIQRSVFNLQIYGVLGLF 
WTLNWIJ^GQCVLAGAFASFYWAFHKPQDIPTFPLISAFIRTLRYHTGSLAFGALILTLVQ 
IARVILEYI DHKLRGVQN PVARCIMCCFKCCLWCLEKFI KFLNRNAYIMIAI YGKN FCVSAK 
NAFMIJiMRNIVRVVVLDKVTDLIiFFGKLLWGGVGVLSFFFFSGRI PGLGKDFKSPHLNYY 
WLPIMTSILGAWIASGFFSVFGMCVDTLFLCFLEDLERNNGSLDRPYYMSKSLLKILGKKN 
EAPPDNKKRKK 
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FIGURE 26 

GAGTCTTGACCGCCGCCGGGCT^ 
GGCT&EaTTCGTGTCCGATTTC^ 
TTCTCTTCGTGGCCTCGGACOTGGATGCTCT^ 
CAGTGTGACCACGTGCAATATACGCTGGTTCCAGTT^ 
ATTTCTTGAGCATAAAGAACAGTTTCATTATTTTATTCT 
ACCTATTGGATATTCTTCAACCTGA 
M CCAGTCAATGTCGTCAATGTATA^ 
TGACCTTGAAGTTCXXIGCCTATG^ 

CAGGAAATGACAGTGATGGGTCAGAGCCTTCTGAGAAGCGK^ 

GTGGAGCAAACCATGCGGAGGAGGCAGCGGCGAGAGTGGGAGGCCCGG^ 

CTTTGACTACGAGCAGTATGAATATCATGGGACATCGTCAGCCA 

CTTGGATGCTGTCC^GGACCTGAATGACATGCTGTGGTGGGCCATCGTTGGACTAACAGAC 

CAGTGGGTGCAAGACAAGATCACTCAAATGAAATACGTGACTGATGTTGGT 

CCACGTTTCCCGCCACAACCACCGGAACGAGGATGAGGAGAACACACTCTCCGTGGACTGCA 

CACGGATCTCCTTTGAGTATGACCTCCGCCTGGTGCTCTACCAGCACTGGTCCCTCCATGAC 

AGCCTGTGCAACACCAGCTATACCGCAGCCAGGTTCAAGCTGTGGTCTGTGCATGGACAGAA 

GCGGCTCCAGGAGTTCCTTGCAGACATGGGTCTTCCCCTGAAGCAGGTGAAGCAGAAGTTCC 

AGGCCATGGACATCTCCTTGAAGGAGAATTTGCGGGAAATGATTGAAGAGTCTGCAAATAAA 

TTTGGGATGAAGGACATGCGCGTGCAGACTTTCAGCATTCATTTTGGGTTCAAGCACAAGTT 

TCTGGCCAGCGACGTGGTCTTTGCCACCATGTCTTTGATGGAGAGCCCCGAGAAGGATGGCT 

CAGGGACAGATCACTTCATCCAGGCTCTGGACAGCCTCTCCAGGAGTAACCTGGACAAGCTG 

TACCATGGCCTGGAACTCGCCAAGAAGCAGCTGCGAGCCACCCAGCAGACCATTGCCAGCTGC 

CTTTGCACCAACCTCGTCATCTCCCAGGGGCCTTTCCTGTACTGCTCTCTCATGGAGGGCAC 

TCCAGATGTCATGCTGTTCTCTAGGCCGGCATCCCTAAGCCTGCTCAGCAAACACCTGCTCA 

AGTCCTTTGTGTGTTCGACAAAGAACCGGCGCTGCAAACTGCTGCCCCTGGTGATGGCTGCC 

CCCCTGAGCATGGAGCATGGCACAGTGACCGTGGTGGGCATCCCCCCAGAGACCGACAGCTC 

GGACAGGAAGAACTTTTTTGGGAGGGCGTTTGAGAAGGCAGCGGAAAGCACCAGCTCCCGGA 

TGCTGCACAACCATTTTGACCTCTCAGTAATTGAGCTGAAAGCTGAGGATCGGAGCAAGTTT 

CTGGACGCACTTATTTCCCTCCTGTCC^SGAATTTGATTCTTCCAGAATGACCTTCTTATT 

TATGTAACTGGCTTTCATTTAGATTGTAAGTTATGGACATGATTTGAGATGTAGAAGCCATT 

TTTTATTAAATAAAATGCTTATTTTAGGAAA 
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FIGTOg 27 

MFVSDFRKEFYEWQSQRVLLFVASDVDAL^ 

I»EHKEQFHYraLINCGANVDlJ.DII^PDEDTIFFVCDSHRPVNVVNVYNDTQIKLLIKQDDD 
LEVPAYEDI FRDEEEDEEIlSGNDS DGSEPSEKRTRLEEEI VEQTMRRRQRREWEARRRDILF 
DYEQ YE YHGTSSAMVMFEIAWMI^KDLNDMLWWAI VGLTDQ^ . 
VSRHNHRNEDEENTLSVDCTRISFEYDIJU,VLYQHWSIJiDSLC^TSYTAARFKLWSVHGQKR 
LQEFIJ^GLPLKQVKQKFQAMDISIiCENIJlEMIEESANKFGMKDMRVOT 
a ASDWFATMSLMESPEKDGSGTDHFIQALDSLSRSNLDKLYHGLEIAKKQLRATQQTIASCL 
CTNLVI SQG PFL YCSLMEGTPDVML FSRPAS LSLLS KHLLKS FVCSTKN RRCKLL PLVMAAP 

LSMEHGTVTWGIPPETDSSDRKNFFGRAFEKAAESTSSRMLHNHFDLSVIELKAEDRSKFL 
DALISLLS 
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GTACCTCAGCGCGAGCGCCAGGCGTCX^GCCGCCGTGGCTATGNTCGTGTCCGATTTCCGCA 
AAGAGTTCTACGAGGTGGTCCAGAGCCAGAGGGTCCTTCTCTTCGTGGCCTCGGANGTGGAT 
GCTCTGTGTGCGTGCAAGATCCTTCAGGCCTTGTTCCAGTGTGACCANGTGCAATATANGCT 
GGTTCCAGTTTCTGGGTGGCAAGAACTTGAAACTG<^TTTCTTGAGCATAAAGAACAGTTTC 
ATTATTTTATTCTCATAAACTGTGGAGCTAATGTAGACCTATTGGATATTCTTCAACCTGAT 
GAAGACACTATATTCTTTGTGTGTGACACCCATAGGCCAGTCAATGTTGTCAATGTATACAA 
CGATACCC 
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FIGURE 29 

caggaaccctctctttgggtctggattgggacccctttccagtaccattttttctagtg7uvc 
cacgaagggacgataccagaaaacaccctcaacccaaaggaaatagactacagccccaattg 
gctgactttggctatagaaaaaagaaaggaacgaaaagagacAgttttttttggaaagctaa 
gtcttccctttatcgagtcaagaaacccccccttcttgagctatttacagcttttaacaatt 
gagtaaagtacgctccggtcacc^ssgtgacagccgccctgggtcccgtctgggcagcgctc 
ctgctctttctcctgatgtgtgagatccgtatggtggagctcacctttgacagagetgtggc 
cagcggctgccaacggtgctgtgactctgaggaccccctggatcctgcccatgtatcctcag 
cctcttcctccggccgcccccacgccctgcctgagatcagaccctacattaatatcaccatc 
ctgaagggtgacaaaggggacccaggcecaatgggcctgccagggtacatgggcagggaggg 
tccccaaggggagcctggccctcagggcagcaagggtgacaagggggagatgggcagccccg 
gcgccccgtgccagaagcgcttcttcgccttctcagtgggccgcaagacggccctgcacagc 
ggcgaggacttcc^gacgctgctcttcgaaagggtctttgtgaaccrtgatgggtgctttga 
* catggcgaccggccagtttgctgctcccctgcgtggcatctacttcttcagcctcaatgtgc 
acagctggaattacaaggagacgtacgtgcacattatgcataaccagaaagag 
ctgtacgcgcagcccagcgagcgcag€atcatg£agagccagag^gtgat 
ctacggggaccgcgtctgggtgcggctcttcaagcgccagcgcgagaacgccatctacagca 
acgacttcgac^cctac^tcaccitcagcggcc^cctcatcaaggccgaggacgacs^ggg 
cctctgggccaccctgccggctggagagctgaggtgctggtcccgtcccctgcagggctcag 
tttgcactgctgtgaagcaggaaggccagggaggtccccggggacctggcattctggggaga 

CCCTGCTTCTATCTTGGCTGCCATCATCCCTCCCAGCCTATTTCTGCTCCTCTCTTCTCTCT 
TGGACCTATTTTAAGAAGCTTGCTAACCTAAATATTCTAGAACTTTCCCAGCCTCGTAGCCC 
AGCACTTCTCAAACTTGGAAATGCATGCGAATCACCCGGGGTTCGTGTTAAATGCAGATTCT 
GACTCAGCAGGTCTGAGTGGGTCCAGGATTCTGTGTTTCTCATATGTTCCTGGGTGATGCTG 
ATGGGGTCAGTCTATGAACCACACTGGAGCAACCAGGTTCTAGGACTTTCTCAATATTCTAG 
TACTTTCTGAACATTCTGGAATCCTCCCCACATTCTAGAATTCTCCCAACATTTTTTTTTCT 
TGAGACAGAGTCTTGCTCTGTTGCCCAGGCTAGAGTGCAGTGGTGCAATCTCAGTTCACTGC 
AACCTCTGCCTCCCGGGTTCAAGCGATTCTTCTGCCTCAGCCTCCCTAGTGGCTGGGATTAC 
AGGCGCCTGCTACCATGCCTGGCTAATTTTTGTATTTTTAGTAGAGATGGGGTTTCACCATA 
TTGGCCAGGCTGGTCTTGAACTCCTGACTTCAGGTGACCCACCCGCCTCGGCCTCTCAAAAT 
GCTGGGATTACAGGTGTGAGCCACGGTGCCTGGCCAATTCCAACATTCTTAAATTCTCTCAT 
CCCTCCAGGGCTCCCCGTGCTATGTTCTCTTTACCCCTTCCCCCTCTTCTCTTGCTCAGGCC 

tgcaccactgcagccaccgttcatttattcattcattaaacactgagcactcactctgtgct 
gggtcccgggaagggtgagggggtcagacacaggccctgcccctgccctcagtgactggcca 
gtccagcccaggcggggagagatgtgtagataggttttaaagcagacccagagctcatgggg 
gcctgtgttctgggtgttcaggtgctgctggtcctccattacccactgctccccaaggctgg 
tgggacggggtcccggtggcaggggcaggtatctccttcccgttcctcatccacctgcccag 
tgctcatcgttacagcaaaccccagggggccttggccaggtcaagggttctgtgaggagagg 
acccaggagtgtgggggcatttggggggtgaagtggcccccgaagaatggaacccacaccca 
taggtctccccacagctgatacggcatcctgcgagaagacctgccctcctcactgggatccc 
cttcctgcctcctcccagggctCtgccagggccttgctcagtcccttccaccaaagtcatct 

GAACTTCCGTTTCCCCAGGGCCTCCAGCTGCCCTCAGACACTGATGTCTGTCCCCAGGTGCT 
CTCTGCCCCTCATGCCCCTCTCACCGGCCCAGTGCCCCGACTCTCCAGGCTTTATCAAGGTG 
CTAAGGCCCGGGTGGGCAGCTCCTCGTCTCAGAGCCCTCCTCCGGCCTGGTGCTGCCTTTAC 
AAACACCTGCAGGAGAAGGGCCACGGAAGCCCCAGGCTTTAGAGCCCTCAGCAGGTCTGGGG 
AGCTAGAGCAAAGGAGGGACCTCAGGCCTTCCGTTTCTTCTTCCAGGGTGGGGTGGCCTGGT 
GTTCCCCTAGCCTTCCAAACCCAGGTGGCCTGCCCTTCTCCCCAGAGGGAGGCGGCCTCCGC 
CCATTGGTGCTCATGCAGACTCTGGGGCTGAGGTGCCCCGGGGGGTGATCTCTGGTGCTCAC 
AGCCGAGGGAGCCGTGGCTCCATGGCCAGATGACGGAAACAGGGTCTGACCAAGTGCCAGGA 
AGACCTGTGCTATAAACCACCCTGCCTGATCCTGCCCCTGCCTGACCCCGCCACGCCCTGCC 
GTCCAGCATGATTAAAGAATGCTGTCTCCTCTTGGAAAAAAAAAAAAAAAA 
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FIGURS 3ft 

MVTAALGPVWAALIJ,FLLMCEIRMVELTFDRAVASGCQRCCDSEDPLDPAHVSSASSSGRPH 
ALPEIRPYINITILKGDKGDPGPMGLPGYMGREGPQGEPGPQGSKGDKGEMGSPGAPCQKRF 
FAFSVGRKTALHSGEDFQTLLFERVFVNLDGCFDMATGQFAAPLRGIYFFSLNVHSWNYKET 

YVHIMHNQKBAVILYAQPSERSIMQSQSVMLDLAyGDRVHVRLFKRQRENAIYSNDFOTYIT 
FSGHLIKAEDD 

Important features: 
Signal peptide: 

amino acids 1-20 

N-glycosylation site. 

amino acids 72-75 

Clq domain proteins. 

amino acids 144-178, 78-111 and 84-117 
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FIGURE 31 

actcgaacgcagttgcttcgggacccaggaccccctcgggcccgacccgccaggaaagactg 

aggccgcggcctgccccgcccggctccctgcgccgccgccgcctcccgggacagaaga3?gtg 

ctccagggtccctctgctgctgccgctgctcctgctactggccctggggcctggggtgcagg 

gctgcccatccggctgccagtgcagccagccacagacagtcttctgcactgc 

accacggtgccccgagacgtgccacccgacacggtggggctgtacgtctttgagaacggcat 

cacxzatgctcgacgcaggcagctttgccgggct 

agaaccagatcgk:(^gcctgcccagcggggtcttccagccactcgccaaoctcagcaacctg 

GACCTGACGGCCAACAGGCTGCATGAAATCACCAATGAGACCTTCCGTGGCCTGCGGCGCCT 

CGAGCGCCTCTACCTGGGCAAGAACCGCATGCGCCACATCCAGCCTGGTGCCTTCGACACGC 

TO^CCGCCTCCTGGAGCTCAAGCTGCAGGACAACGAGCTGCGGGCACTGCCCCCGCTGCGC 

CTGCCCCGCCTGCTGCTGCTGGACCTCAGCCACAACAGCCTCCTGGCCCTGGAGCCCGGCAT 

CCTGGACACTGCC&ACGTGGAGGCGCTGCGGCTGGCTGGTCTGGGGCTGCAGCAGCTGGACG 

AGGGGCTCTTCAGCCGCTTGCGCAACCTCGACGACCTGGATGTGTCCGACAACCAGCTGGAG 

CGAGTGCCACCTGTGATCCGAGGCCTCCGGGGCCTGACGCGCCTGCGGCTGGCCGGCAACAC 

CCGCATTGCCCAGCTGCGGCCCGAGGACCTGGCCGGCCTGGCTGCCCTGCAGGAGCTGGATG 

TGAGCAACCTAAGCCTGCAGGCCCTGCCTGGCGACCTCTCGGGCCTCTTCCCCCGCCTGCGG 

CTGCTGGCAGCTGCCCGCAACCCCTTCAACTGCGTGTGCCCCCTGAGCTGGTTTGGCCCCTG 

GGTGCGCGAGAGCCACGTCACACTGGCCAGCCCTGAGGAGACGCGCTGCCACTTCCCGCCCA 

AGAACGCTGGCCGGCTGCTCCTGGAGCTTGACTACGCCGACTTTGGCTGCCCAGCCACCACC 

ACCACAGCCACAGTGCCCACCAGGAGGCCCGTGGTGCGGGAGCCCACAGCCTTGTCTTCTAG 

CTTGGCTCCTACCTGGCTTAGCCCCACAGCGCCGGCCACTGAGGCCCCCAGCCCGCCCTCCA 

CTGCCCCACCGACTGTAGGGCCTGTCCCCCAGCCCCAGGACTGCCCACCGTCCACCTGCCTC 

AATGGGGGCACATGCCACCTGGGGACACGGCACCACCTGGCGTGCTTGTGCCCCGAAGGCTT 

CACGGGCCTGTACTGTGAGAGCCAGATGGGGCAGGGGACACGGCCCAGCCCTACACCAGTCA 

CGCCGAGGCCACCACGGTCCCTGACCCTGGGCATCGAGCCGGTGAGCCCCACCTCCCTGCGC 

GTGGGGCTGCAGCGCTACCTCCAGGGGAGCTCCGTGCAGCTCAGGAGCCTCCGTCTCACCTA 

TCGCAACCTATCGGGCCCTGATAAGCGGCTGGTGACGCTGCGACTGCCTGCCTCGCTCGCTG 

AGTACACGGTCACCCAGCTGCGGCCCAACGCCACTTACTCCGTCTGTGTCATGCCTTTGGGG 

CCCGGGCGGGTGCCGGAGGGCGAGGAGGCCTGCGGGGAGGCCCATACACCCCCAGCCGTCCA 

CTCCAACCACGCCCCAGTCACCCAGGCCCGCGAGGGCAACCTGCCGCTCCTCATTGCGCCCG 

CCCTGGCCGCGGTGCTCCTGGCCGCGCTGGCTGCGGTGGGGGCAGCCTACTGTGTGCGGCGG 

GGGCGGGCCATGGCAGCAGCGGCTCAGGACAAAGGGCAGGTGGGGCCAGGGGCTGGGCCCCT 

GGAACTGGAGGGAGTGAAGGTCCCCTTGGAGCCAGGCCCGAAGGCAACAGAGGGCGGTGGAG 

AGGCCCTGCCCAGCGGGTCTGAGTGTGAGGTGCCACTCATGGGCTTCCCAGGGCCTGGCCTC 

CAGTCACCCCTCCACGCAAAGCCCTACATCSk&GCCAGAGAGAGACAGGGCAGCTGGGGCCG 

GGCTCTCAGCCAGTGAGATGGCCAGCCCCCTCCTGCTGCCACACCACGTAAGTTCTCAGTCC 

CAACCTCGGGGATGTGTGCAGACAGGGCTGTGTGACCACAGCTGGGCCCTGTTCCCTCTGGA 

CCTCGGTCTCCTCATCTGTGAGATGCTGTGGCCCAGCTGACGAGCCCTAACGTCCCCAGAAC 

CGAGTGCCTATGAGGACAGTGTCCGCCCTGCCCTCCGCAACGTGCAGTCCCTGGGCACGGCG 

GGCCCTGCCATGTGCTGGTAACGCATGCCTGGGTCCTGCTGGGCTCTCCCACTCCAGGCGGA 

CCCTGGGGGCCAGTGAAGGAAGCTCCCGGAAAGAGCAGAGGGAGAGCGGGTAGGCGGCTGTG 

TGACTCTAGTCTTGGCCCCAGGAAGCGAAGGAACAAAAGAAACTGGAAAGGAAGATGCTTTA 

GGAACATGTTTTGCTTTTTTAAAATATATATATTTATAAGAGATCCTTTCCCATTTATTCTG 

GGAAGATGTTTTTCAAACTCAGAGACAAGGACTTTGGTTTTTGTAAGACAAACGATGATATG 

AAGGCCTTTTGTAAGAAAAAATAAAAGATGAAGTGTGAAA 
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FIGURE 32 

MCSRVPIJiPIJJJJALGPGVQGCPSGCQCSQPQWFCTARQGTWPRDVPPDTVGLWFE^ 
GITMLDAGSFAGLPGLQLLDLSQNQIASLPSGVFQPLANLSNLDLTANRLHEITNETFRGLR 
RLERLYLGKNRIRHIQPGAFI>TLDRLLELKLQDNELRALPPLRLPRLLLLDLSHNSLLALEP 
GILDTAMVEALRIAGLGLQQLDEGLFSRIJUILHDLDVSDNQLERVPPVIRGLRGLTRLRLAG 
NTRIAQLRPEDLAGLAALQELDVSNLSLQALPGDLSGLFP 

PWVRESHVTLASPEETRCHFPPKHAGRLLLELDYADFGCPATTTTATVPTTRPVVREPTALS 

SSIAPTVaSPTAPATE^PSPPSTAPPWGPVPQPQDCPPSTCLNGGTCHI/STRHHLACLCPE 

GFTGLYCESQMGQGTRPSPTPVTPRPPRSLTLGIEPVSPTSLRVGLQRYLQGSSVQLRSLRL 

TYRNLSGPDKRLVTLRLPASLAEYTVTQLRPNATYSVCVMPLGPGRVPEGEEACGEAHTPPA 

VHSNHAPVTQAREGNLPLLIAPMtAAVliLAMJUVVGAAYCVRRGR 

PLELEGVKVPLEPGPKATEGGGEALPSGSECEVPLMGFPGPGLQSPLHAKPYI 
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GAATCATCCACGCACCTGCAGCTCTGCTGAGAGAGTGCAAGCCGTGGGGGTTTTGAGCTCAT 
CTTCATCATTCATATGAGGjy^TAAGTGGTAAAATCCTTGGAAATACA^AGACTCATCAG 
AAACATTTACATATTTTGTAGTATTGTTATGACAGCAGAGGGTGATGCTCCAGAGCTGCCAG 
AAGAAAGGGAACTGATGACCAACTGCTCCAACATGTCTCTAAGAAAGGTTCCCGCAGACTTG 
ACCCCAGCCACAACGACACTGGATTTATCCTATAACCTCCTTTTTCAACTCCAGAGTTCAGA 
TTTTCATXCTGTCTCC^VCTGAGAGTTTTGATTCTATGCCATAACAGAATTCAACAGCTGG 
ATCTCAAAACCTTTGAATTCAACAAGGAGTTAAGATATTTAGATTTGTCTAATAACAGACTG 
AAGAGTGTAACTTGGTATTTACTGGCAGGTCTCAGGTATTTAGATCTTTCTTTTAATGACTT 
TGACACCATGCCTATCTGTGAGGAAGCTGGCAACATGTCACACCTGGAAATCCTAGGTTTGA 
GTGGGGCAAAAATACAAAAATCAGATTTCCAGAAAATTGCTCATCTGCATCTAAATACTGTC 
TTCTTAGGATTCAGAACTCTTCCTCATTATGAAGAAGGTAGCCTGCCCATCTTAAACACAAC 
AAAACTGCACATTGTTTTACCAATGGAGACAAATTTCTGGGTTCT^ 
* AGACTTGAAAAATATTAGAAATGACAAATATAGATGGCAAAAGCC^VTTTGTAAGTTATG^ 
ATGCAACGAAATCTTAGTTTAGAAAATGCJAAGACATCGGTTCTATTGCTTAATAAAGrTGA 
TTTACTCTGGGACGACCTTTTCCTTATCTTACAATTTGTTTGGCATACATGAGTGGAA 
TTCAGATCCGAAATGTGACTTTTGGTGGTAAGGCraATCTTGACCACAATTCATTTGACTAC 
TCAAATACTGTAATGAGAACTATAAAATTGGAGCATGTACATTTCAGAGTGTTTTACATTCA 
ACAGGATAAAATCTATTTGCrTTTGACCAAAATGGACATAGAAAACCTGACAATATCAAATG 
CACAAATGCCA(^CATGCTTTTCCCGAATTATCCTACGAAATTCCAATATTTAAATTTTGCC 
AATAATATCTTAACAGACGAGTTGTTTAAAAGAACTATCCAACTGCCTCACTTGAAAACTCT 
CATTTTGAATGGCAATAAACTGGAGACACTTTCTTTAGTAAGTTGCTCT 
CCTTGGAACACTTGGATCTGAGTCAAAATCTATTACAACATAAAAATGATGAAAATTGCTCA 
TGGCCAGAAACTGTGGTCAATATGAATCTGTCATACAATAAATTGTCTGATTCTGTCTTCAG 
GTGCTTGCCCAAAAGTATTCAAATACTTGACCTAAATAATAACCAAATCCAAACTGTACCTA 
AAGAGACTATTCATCTGATGGCCTTACGAGAACTAAATATTGCATTTAATTTTCTAACTGAT 
CTCCCTGGATGCAGTCATTTCAGTAGACTTTCAGTTCTGAACATTGAAATGAACTTCATTCT 
CAGCCCATCTCTGGATTTTGTTCAGAGCTGCCAGGAAGTTAAAACTCTAAATGCGGGAAGAA 
ATCCATTCCGGTGTACCTGTGAATTAAAAAATTTCATTCAGCTTGAAACATATTCAGAGGTC 
ATGATGGTTGGATGGTCAGATTCATACACCTGTGAATACCCTTTAAACCTAAGGGGAACTAG 
GTTAAAAGACGTTCATCTCCACGAATTATCTTGCAACACAGCTCTGTTGATTGTCACCATTG 
TGGTTATTATGCTAGTTCTGGGGTTGGCTGTGGCCTTCTGCTGTCTCCACTTTGATCTGCCC 
TGGTATCTCAGGATGCTAGGTCAATGCACACAAACATGGCACAGGGTTAGGAAAACAACCCA 
AGAACAACTCAAGAGAAATGTCCGATTCCACGCATTTATTTCATACAGTGAACATGATTCTC 
TGTGGGTGAAGAATGAATTGATCCCCAATCTAGAGAAGGAAGATGGTTCTATCTTGATTTGC 
CTTTATGAAAGCTACTTTGACCCTGGCAAAAGCATTAGTGAAAATATTGTAAGCTTCATTGA 
GAAAAGCTATAAGTCCATCTTTGTTTTGTCTCCCAACTTTGTCCAGAATGAGTGGTGCCATT 
ATGAATTCTACTTTGCCCACCACAATCTCTTCCATGAAAATTCTGATCATATAATTCTTATC 
TTACTGGAACCCATTCCATTCTATTGCATTCCCACCAGGTATCATAAACTGAAAGCTCTCCT 
GGAAAAAAAAGCATACTTGGAATGGCCCAAGGATAGGCGTAAATGTGGGCTTTTCTGGGCAA 
ACCTTCGAGCTGCTATTAATGTTAATGTATTAGCCACCAGAGAAATGTATGAACTGCAGACA 
TTCACAGAGTTAAATGAAGAGTCTCGAGGTTCTACAATCTCTCTGATGAGAACAGATTGTCT 
ASAAAATCCCACAGTCCTTGGGAAGTTGGGGACCACATACACTGTTGGGATGTACATTGATA 
CAACCTTTATGATGGCAATTTGACAATATTTATTAAAATAAAAAATGGTTATTCCCTTCATA 
TCAGTTTCTAGAAGGATTTCTAAGAATGTATCCTATAGAAACACCTTCACAAGTTTATAAGG 
GCTTATGGAAAAAGGTGTTCATCCCAGGATTGTTTATAATCATGAAAAATGTGGCCAGGTGC 
AGTGGCTCACTCTTGTAATCCCAGCACTATGGGAGGCCAAGGTGGGTGACCCACGAGGTCAA 
GAGATGGAGACCATCCTGGCCAACATGGTGAAACCCTGTCTCTACTAAAAATACAAAAATTA 
GCTGGGCGTGATGGTGCACGCCTGTAGTCCCAGCTACTTGGGAGGCTGAGGCAGGAGAATCG 
CTTGAACCCGGGAGGTGGCAGTTGCAGTGAGCTGAGATCGAGCCACTGCACTCCAGCCTGGT 
GACAGAGCGAGACTCCATCTCAAAAAAAAGAAAAAAAAAAAAGAAAAAAATGGAAAACATCC 
TCATGGCCACAAAATAAGGTCTAATTCAATAAATTATAGTACATTAATGTAATATAATATTA 
CATGCCACTAAAAAGAATAAGGTAGCTGTATATTTCCTGGTATGGAAAAAACATATTAATAT 
GTTATAAACTATTAGGTTGGTGCAAAACTAATTGTGGTTTTTGCCATTGAAATGGCATTGAA 
ATAAAAGTGTAAAGAAATCTATACCAGATGTAGTAACAGTGGTTTGGGTCTGGGAGGTTGGA 
TTACAGGGAGCATTTGATTTCTATGTTGTGTATTTCTATAATGTTTGAATTGTTTAGAATGA 
ATCTGTATTTCTTTTATAAGTAGAAAAAAAATAAAGATAGTTTTTACAGCCT 



WO 00/73454 



PCT/US0WD8439 



34/330 

FXGUBS 34 

MRLiraiYIFCSIVMTAEGDAPELPEEREIMTNGSNMSLRKVPADLTPATTTLDLSYNIJ,PQ 
WSSDFHSVSKLRVLILCHNRIQQLDLKTFEFNKEI^YLDLSNNRLKSVTWYLLAGLRYLDL 
. SFNDFDTMPICEEAGNMSHLEILGLSGAKIQKSDFQKIAHLHLNTVFLGFRTLPHYEEGSLP 
ILNTTKLHIVLPMDTNFWVLLRDGIKTSKILEMTNIDGKSQ 

LNKVDL1WDDLFLILQFVWHTSVEHFQIRNVTFGGKAYLDHNSFDYSNTVMRTIKLEHVHFR 
VFYIQQDKI YLLLTKMDI ENLT I SNAQMPHMLFPNYPTKFQYLNFANN I LTDELFKRTI QLP 
A HIJCTLII^GNKLETLSLVSCFANNTPLEHLDLSC2NLLQHKNDE^CSWPETVVNMNLSYNKLS 
DSVFRCLPKSIQILDLNNNQIQTVPKETIHLMALRELNIAFNFLTDLPGCSHFSRLSVLNIE 
MN FILS PSLDFVQSCQEVKTLNAGRN PFRCTCELKN FTQLET YSEVMMVGWS DS YTCEYPLN 
LRGTRLKDVHLHFXSCNTALLIVTIVVIMLVI/SLAVAFC^ 

RKTTQEQLKRNVRFHAFISYSEHDSLWVKNELIPNLEKEDGSILICLYESYFDPGKSISENI 
VSFIEKSYKSIFVLSPNFVQNEWCHYEFYFAHHNLFHENSDHIILILLEPIPFYCIPTRYHK 
LKALLEKKAYLEWPKDRRKCGLFWANLRAAINVNVLATRFJfYFJjQTFTELNEESRGSTIS 
RTDCL 
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rGGCTGCTTGGAAC&CCTGCCTCX^AGGACC 

rGCGCGOCCCTGTCCGCOCCGGC 
CCAGCCCAGCCC3Uaxe^ 
CTGCTGTGCCCTGCGCCCTTGC^^ 

CTGGOUSTGAGazrGGC^^ 
CTGGWXraSGGAGCCCTACTACGC^^ 
CCGGGGJVZG&GKGGGRGCGGCGC^ 
A2UjA(3»GAGAAGTCGGCTC£GGA 



ACTCTTAAGAATGGATCTGGAGACATGATATTTG 

ACCCGTCCCCATGGTGGCCCGCraCATCCGC^ 

GAATGGAGATCCTGGGCTGCCCACTGCCAGATC^ 

GATGACCTGGATTTTAAGCACCACAATTATM 

CAATATCACCAGAATTTACAACA^ 

ACCCTGGGGAGCATGAAGTC&GTGAGCCCGAG^ 

CGGGAGCTGCTGCTGCTGCTGGTGCAGTTGGTGTGTO 

GGTGGAGGAGACGCEGAOrrCACGTCCT^ 

CGGAGCTGGGAGGCTGGTCCCTGGGACGCTGGACC^ 

AACACXXrTGCTCTGGGAGGCAGAGGArCGACAGAAT 

TGACTGGTTTCTGTCGGAAAATGCC^ 

CrFTTGTGCTGGGCGGCAACCTGCAGGGCGGCGAGCTGGT^ 

TGGAAGACGCAGGAACACACCCCCACCCCCGATGACCACCT 

AC^CCGCCTCATGAOVGACGCCCGGAGGAGGGTGTGCC^ 

ATGGGGCCrrCCTGGCACACCGTCGCTGGAAGTCTGAACGATTTCAGCTACCrrTCA 

TCGATCTACGTGGGCTGTGATAAATACCGAGATGAGAGCCAGCTGCCCGAGGAGTGGGAGAAT 

TCTGATCGTGTTCATGGAGCAGGTTCATCGTGGGATTAAAGGCTTGGTGAGAGA 

CAAACGCCATTATCTCCGTAGAAGGCATTAACCAT 

CTGAACCCTGGAGAGTATGTGGTCACAGCAAAGGCCGAA^ 

CTAIGACATGGGGGCCACAAGGTGTGACTTCACACT^ 

AGAAGTTTGGGAAGCAGCCCGTCAGCCTGC^ 

GGGTGRCCCTCCTGGGCCCTTGAGACTCG^ 

TGGACTCACTCACTGTTGTTTCCTCTGTAATT 

CAAAAGGGAAGGCTGGAGGCTGAGGCTGT TT TCJ T TTCTTTGTTCCC^ 

GCAGAGAAAAGCTGATGGGAGTGAGAGAACTCAGCAAGCCAACCT 

GAGCCTGTCCGTTCAGAGCCTCTGGCTGCATAGAAAAGGATTCTGGTGCT 

GTTCCACGTGCATTTGCAATTTGCACAGCrAAAACT 

TTTGAGATGCTCCCAGGCGTCCTAAGAGAATC^CCCTCTCT 

ATTCTGTGTTCTTTTGACAAIAGCGTCA^ 

TTT7CAACAAAGGAGTGTGTTCAGAAAAGGAGAGAGAGGCT 

TGGAGCTTCTTGCACAAATTCTGGGTCCATAAACAACCCCCAAAGTCCCTGCTG^ 

CCCCAGGTAGGGAGAGCCAGAGGTGCCAG<XTTTCCTGAAGGGCCAGAAAATTTA 

CTGCTAGGACTGGAAAGAGCCAGAAGTGGGGTGGCCTGAAGCCCTCTCTCTGCTTGAGGTATTGCCCCTGTGTG 
GAATTGAGTGCTCATGGGTTGGCCTCATATCAGCCTGGGAGTTATTTTTGATATGTAGAATGCCAGATCT 
GATTAGGCTAAATGTAATGAAAACCTCTTAGGATTATCTGT 
CTTGCaAGAAAAAAGTATGTCTCACTTTTTGTTAAT 

AATAAAGCAAATGGTAAGACCCTTAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA^ 
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FIGURE 36 

MSRPGTATPALALVLLAVTLAGVGAQGAALEDPDYyGQEIWSREPYYARPEPELETFSPPLP 
AGPGEEWERRPQEPRPPKRATKPKKAPKREKSAPEPPPPGKHSNKKVMRTKSSEKAANDDHS 
VRVAREDVRESCPPLGLETLKITDFQLHASWKRYGLGAHRGRLNIG^ 
GRNDl^WIEVDARRLTRFTGVITQGRNSLWLSDWWSYKVMVSNDSHTWVTVKNGSGDMIF 
EGNSEKEI PVLNELPVPMVARYIRINPQSWFDNGS ICMRMEILGCPLPDPNNYYHRRNEMTT 
TDDLDFKHHNYKEMRQLMKVVNEMCPNITRIYNIGKSHQGLKLYAVEISDHPGEHEVGEPEF 
m HYIAGAHGNEVLGRELIJiLLVQFVCQEYLARNARIVHLVEETRIHVLPSLN 

SELGGWSLGRWTHDGI DINNNFPDLNTLLWEAEDRQNVPRKVPNHYIAI PEWFLSENATVAA 

ETRAVIAWMFJCIPFVLGGNl^JGGELWAYPYDLVRSPWKTQEHTPTPDDHVFRWLAYSYJ^ 

HRIMTDARRRVCHTEDFQKEEGTVNGASHHTVAGSLNDFSYLHTNCFELSIYVGCDKYPHES 

QLPEEWENNRESLIVFMEQVHRGIKGLVRDSHGKGIPNAIISVEGINHDIRTANDGDYWRLL 

NPGEYVVTAKAEGFTASTKNCMVGYDMGATRCDFTLSKTNMARIREIMEKFGKQPVSLPARR 

LKLRGRKRRQRG 
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EI 6 5BB 3 7 

ATTTGGGGGATGTGGGACCTCCAATT^^ 
TTCA6CTCCAGCTCXAG6TCGGGCT 
TTCCAATTTCACCGGCTCCGTGGATGACC^^ 
CCGTGGACAGAGTGGRACGCTTGGAATTC»C^ 

TGGTCATACAGCTGAAGGAGAGTTTTGGTGGAAGCTC^^ 

ATGACTCTCTTGGTAGAGAAGCTTGAGACACT^ 

TCTGAAGACCAAGCTGAAAGAGTGTGAGGCCTCr^^ 

A7GCTCGAGAGTTGC£GATC&CCTATGGC^ 

ATGTACAACACCGGGAATATTGCCAGAGTTAACC^^ 

T GClgC CTMMira 

GA!TT(nX3GGTTATTTATTCAACTGAAGCCAGCACT 

CAGGTGCTAAACACTTGGTATACCAAGCAGTATA 

GTATGCCACCCGTACTATGAACACCAGAACAGAA 

GCAAACTAGACATTGTAOT 

CTTTATGTCTATAACGATGGTTACCTTCTGAA 

GGAGTTAGGCTGAAAGAGAAAATgrTTGTTGAAAAAATACT 

CTAAAAGTGTGTTC^rTTTGCAGCAATGTTTAGGTG 

TGATTTGGTGAGTTCTCTTGGGAATCATCTGCCTC^ 

TTGTCAGAGGTCTAGGGGCACTGTGGGCCTAGTGAAK 

GGAATTAAGGAACTTAAAACT<^GTATGGCGTCT^^ 

CTCATCCATGTAGCACCACTAATTCTTCGAT^ 

GGAGCTCCTCGAGGGACCAAATCTCCAACTTT^ 

CAGATAAGTAAATTTGGCATGCTTATATATTCTACATCTGTAAAGTGCTGAGTTTTATGGAGAGAGGCCT 

ATGCATTAAATTGTACATGGO^AATAAATCCCAGAA 

ATTGTCCACCTTACTAAAAGTCAGTAGAATCTTCTA 

AACCAGACTTACTAACCAATTCCACCCCCCACCAACCCCCTTCTACTGCCTACT 

CTATGGAACTGATCTAAGATTAGAAAAATTAATTTTCTTTAATCT 

AGACTATAAGAAAATCTGATGGCAGTGACAAAGTGCTAGCATTT 

TGTGCAACTTATGAGTGTATCAGTTGTTGCATGTAATTTT^ 

GAAAATTTAATTTTTTTTTCTAGGACGAGCTATAGAAAAG 

TGGAAACCTTGCTGGTGTATGTGATGTGCTTCT 

TCCTTTGATGTTCAAGTCCTAGTCTATAGGATTGGCAGTTTAAATGCTTTACTC 
TAAAATGTGCTTTGAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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EI6SBB 38. 

MRPGI^FIJLJ^FFLGOAAGDLGDVGPPIPSPGFSSFPGVDSSSSFSSSSRSGSSSSRSLGS 
GGSVSQLFSNFTGSVDDRGTCQCSVSLPDTTFPVDRVERLEFTAHVLSQKFEKELSKVREYV 
QLISVYEKKIJJJLTVRIDIMEKDTISYTELDFELIKVEVKEMEKLVIQLKESFGGSSEIVDQ 
I»EVEIRNMTIiVEKLETLDKNNVLAIRREIVALKTKLKEC^ 

GGWNISKPSWQLNWRGFSYLYGAWGRDYSPQHPNKGLYWVAPLNTDGRLLEYYRLYNTLD 
DIJJjYINARELRITYGQGSGTAVYNNNMYVNMYNTGNIARVNLTTNTIAWG/TLPbUVAYNNR 
m FSYANVAWQDIDFAVDENGLWIYSTEASTGNMVISKLNDOT 
MVCGVLYATRTMNTRTEEI PYYYDTNTGKEGKLDI VMHKMQEKVQSINYNPFDQKLYVYNDG 
YLLNYDLSVLQKPQ 
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FIGURE 39 

GCTCTGAAGACCAAGCTGAAAGAGTGTGAGGCCTCTAAAGATCAAACACCCCTGTCGTCCAC 
CCTCCTCCXIACTCCAGGGAGCTGTGGTCATGGTGGTGTGGTGAACATCAGCAAACCGTCTGT 
GGTTCAGCTCAACTGGAGAGGGTTTTCTTATCTATATGGTGCTTGGGGTAGGGATTACTCTC 
CCCAGCATCGAAACAAAGGNATGTATTGGGNGGCGCCATTGAATACAGATGGGAGACTGTTG 
GAGTATTATAGACTGTACAACCCACTGGATGATTTGCTATTGTATATAAATGCTCGAGAGTT 
GCGGATraCCTATGGCGfcAGGTAGTGGTACAGCAG 
A TGTACAACACCGGGNATATTGCCAGAGTTAACCTGACC 



WO 00/73454 PCT/USOO/08439 



40/330 

FIGURE 4ft 

TCTCGGAGATAGTAAATAATCTCGGAAAGGCGAGAAAGAAGCTGTCTCCATCTTGTCTGTAT 
CCGCTGCTCTTGTGACGTTGTGGAGASGGGGAGCGTCCTGGGGCTGTGCTCCATGGCGAGCT 
GGATACCATGTTTGTGTGGAAGTGCCCX3GTGTTTGCTATGCCGATGCTGTCCTAGTGGAAAC 
AACTCCACTGTAACTAGATTGATCTATGCACTTTTCTTGCTTGTTGGAGTATGTGTAGCTTG 
TGTAATGTTGATACCAGGAATGGAAGAACAACTGAATAAGATTCCTGGATTTTGTGAGAATG 
AGAAAGGTGTTGTCGCTTGTAACATTTTGGTTGGCTATAAAGCTGTATATCGTTTGTGCTTT 
GGTTTGGCTATGTTCTATCTTCTTCTCTCTTTACTAATGATCAAAGTGAAGAGTAGCIA 
TGCCAGAGCTGCAGTGCACAATGGATTTTGGTTC^TTAAATTTGCTGCA^ 
TTATTGGGGCATTCTTCATTCCAGAAGGAACTTTTACAACTGTGTGGTTTTATGTAGGCATG 
GCAGGTGCCTTTTGTTTCATCCTC^TACAACTAGTCTTACTTATTGATTTTGCACATTCATG 
GAATGAATCGTGGGTTGAAAAAATGGAAGAAGGGAACTCGAGATGTTGGTATGCAGCCTTGT 
TATCAGCTACAGCTCTGAATTATCTGCTGTCTTTAGrTGCTATCGTCCTGTTCTTTGTCTAC 
* TACACTCATCCAGCCAGTTGTTCAGARftACAAGGCGTTCATCAGTGTCAACATGCTCCT 
CGTTGGTGCTTCTGTAATGTCTATACTGCCAAAAATCCAAGAATCACAACCAAGATCTGGTT 
TGTTACAGTCTTGAGTAATTACAGTCTACACAATCTATTTGACATGGTCAGCTATGACCAAT 
GAACCAGAfiACAAATTGCAACCCAAGTCTACTAAGCATAATTGGCTA 
TGTCCCAAAGGAAGGGCAGTCAGTCCAGTGGTGGCATGCTCAAGGAATTATAGGACTAATTC 
TCTTTTTGTTGTCTGTATTTTATTCCAGCATCCGTACTTCAAACAATAGTCAGGTTAATAAA 
CTGACTCTAACAAGTGATGAATCTACATTAATAGAAGATGGTGGAGCTAGAAGTGATGGATC 
ACTGGAGGATGGGGACGATGTTCAGCGAGGTGTAGATAATGAAAGGGATGGTGTCACTTACA 
GTTATTCCTTCTTTCACTTCATGCTTTTCCTGGCTTCACTTTATATCATGATGACCCTTACC 
AACTGGTCCAGGTATGAACCCTCTCGTGAGATGAAAAGTCAGTGGACAGCTGTCTGGGTGAA 
AATCTCTTCCAGTTGGATTGGCATCGTGCTGTATGTTTGGACACTCGTGGCACCACTTGTTC 
TTACAAATCGTGATTTTGACS^GTGAGACTTCTAGCATGAAAGTCCCACTTTGATTATTGC 
TTATTTGAAAACAGTATTCCCAACTTTTGTAAAGTTGTGTAtGTTTTTGCTTCCCATGTAAC 
TTCTCCAGTGTTCTGGCATGAATTAGATTTTACTGCTTGTCATTTTGTTATTTTCTTACCAA 
GTGCATTGATATGTGAAGTAGAATGAATTGCAGAGGAAAGTTTTATGAATATGGTGATGAGT 
TAGTAAAAGTGGCCATTATTGGGCTTATTCTCTGCTCTATAGTTGTGAAATGAAGAGTAAAA 
ACAAATTTGTTTGACTATTTTAAAATTATATTAGACCTTAAGCTGTTTTAGCAAGCATTAAA 
GCAAATGTATGGCTGCCTTTTGAAATATTTGATGTGTTGCCTGGCAGGATACTGCAAAGAAC 
ATGGTTTATTTTAAAATTTATAAACAAGTCACTTAAATGCCAGTTGTCTGAAAAATCTTATA 
AGGTTTTACCCTTGATACGGAATTTACACAGGTAGGGAGTGTTTAGTGGACAATAGTGTAGG 
TTATGGATGGAGGTGTCGGTACTAAATTGAATAACGAGTAAATAATCTTACTTGGGTAGAGA 
TGGCCTTTGCCAACAAAGTGAACTGTTTTGGTTGTTTTAAACTCATGAAGTATGGGTTCAGT 
GGAAATGTTTGGAACTCTGAAGGATTTAGACAAGGTTTTGAAAAGGATAATCATGGGTTAGA 
AGGAAGTGTTTTGAAAGTCACTTTGAAAGTTAGTTTTGGGCCCAGCACGGTAGCTCACCCTT 
GGTAATCCCAGCACTTTGGGAGCTTAAGTGGGTAGATTACTTGAGCCCAGGAATTCAGACCA 
GCTTGGCACATGGTGAACCTGTTCTATAAAAATAATCTGGCTTTGAGCATATGCCTGTGGTC 
CAGCACrGAGAGGCTAGTGAAGATTGCTGAGCCCAGAGCCAAAGGTTGCAGTGAGCAAGTCA 
CGTCAGTGCACTCTAGCTGGCACAGAGTAAGCCAAAAAAATATATATATATTGAAATCAAGG 
AGGCAAAATTTTGACAGGGAAGGAAGTAACTGCAAAACCACTAGGCTTTAGTAGGTACTTAT 
ATAAAATCTAGTCCAGTTCTCTCATTTAAAAAAATGAAGACACTGAAATACAGACTTAAATA 
GGTCAGATAGCTAATTAGGAAATTTCAAGTTGGCCAATAATAGCATTCTCTCTGACATTTAA 
AAATAATTTCTATTCAAAATACATGCATATTGATTTACACCTCATACTGTGATAATTAATGT 
GATGTGGATTGCTGGTGTCCAGCATGACCCATAAACAGGTCAGAAGAATGATGGAATGTTTT 
AGAATAAACTCCTGCTTATAGTATACTACACAGTTCAAAAGATGTTTAAAATGCTTTTGTAT 
TTACTGCCATGTAATTGAAATATATAGATTATTGTAACCTTTCAACCTGAAAATCAAGCAGT 
ATGAGAGTTTAGTTATTTGTATGTGTCACTAGTGTCTAATGAAGCTTTTAAAATCTACAATT 
TCTTCTTTAAAAATATTTATTAATGTGAATGGAATATAACAATTCAGCTTAATTCCCCAACC 
TTATTCTGTGTGTAGACATTGTATTCCACAATTTTGAATGGCTGTGTTTTACCTCTAAATAA 
ATGAATTCAGAGAAAAARAAAAAAAAA 
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MGSVLGLCSMASWIPCLCGSAPCIJXRCCPSGNNSTVTRLIYALFLLVGVCVACVMLIPGME 
EQLNKIPGFCENEKGWPCNILVGYKAVYRIX^FGLAMETLIJjSLI^IKVKSSSDPRAAVHNG 
FWFFKFAAAIAI 1 1 GAFFI PEGTFTT VWFYVGMAGAFC FI LIQLVLLI DFAHSWNESWVEKM 
BEGNSRCWYAAI^SATAIJmiLSLVAIVLFEVYYTHPASCSENKAFISVNMI^^ 
LPKIQESQPRSGUKJSSVITVYTMYLTWSAMTNEPETNCNPSIiSIIGYNTTSTVPKEGQSV 
QWWHAQGIIGLILFLLCVFYSSIRTSNNSQVNKLTLTSDESTLIEI5GGARSDGSLEDGDDVH 
A RAVDNERDGVTYSYSFFHFMLETASLYIMMTLTNWSRYEPSREhnCSQWTAVWVKISSSWIGI 
VLYVWTLVAPLVLTNRDFD 
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FIGURE 42 

GCGAGSyVAGAAGCTGTCTCC^TCTTGTCTGTATCCCGGTGCTTCTTGNGACGTTGTGGAGAT 
GGGGAGCGTCCCTGGGGCTGTGCTCCATGGCGAGCTGGATACCATGTTTGTGTGGAAGTGCC 
CCGTGTTTGCTATGCCGATGCTGTCGTAGTGGAAACAANTCCACTGTAACTAGATTGATCTA 
TGCACnTTTCTTGCTTGTTGGAGTATGTGTAGCTTGTGTAATGTTGATACCAGGAATGGAAG 
AACAACTGAATAAGATTCCTGGATTTTGTGAGAATGAGAAAGGTGTTGTCCCTTGTAACATT 
TTGGTTGGCTATAAAGCTGTATATCGTTTGTGCTTTGGTTTGGCTATGTTCTATCTTCTTCT 
CTCTTTACTAATGATCAAAGTGAAGAGTAGCAGTGATCCTAGAGCTGCAGTGCACAATGGAT 
TTTGGTTCTTTAAATTTGCTGCAGCAATTGCAATTATTATTGGGGC 
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figure; 43 

GTTATTGTGAACTTTGTGGAGATGGGAGGTCNTGGGGCTGTGTTCCATGGCGAGCTGGATAC 
CANGTTTGTGTGGAAGTGCCCCGTGTTTGNTATGCCGATGCTGTCCTAGTGGAAACAANTCC 
ACTGTAATTAGATTGATNTATGCACTTTTNTTGCTTGTTGGAGTANGTGTAGCTTGTGTAAT 
GTTGATACCAGGAATGGAAGAACAACTGAATAAGATTCCTGGATTTTGTGAGAATGAGAAAG 
GTGTTCTCCCTTGTAACATTTTGGTTGGCTATAAAGCTGTATATNGTTTGTGCTTTGGTTTG 
GCTANGTTCTATNTTCTTCTCTCTTTACTAATGATCAAAGTGAAGAGTAGCAGTGATCCTAG 
A AGCTCCAGTGCACAATGGATTTTGGTTTTTTAAATTTGCTGCAGCAATTGCAAT 
GGGC 
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EIGPRg 44 

AAGAAGCTGTCTCCATCTTGTCTGTATC^^ 

GTCCTTGGGGTTGTGCTCCATGGCGAGCTGGATACCATGTTTGTGTGGAAGTGCCCCGTGTT 
TGCTATGCCGATGCTGTCCTAGTGGAAAC3^ACTCCACTGTAACTAGATTGATCTATGCACTT 
TTCTTGCTTGTTGGAGTATGTGTAGCTTGTGTAATGTTGATACCAGGAATGGAAGAACAACT 
GAATAAGATTCCTGGATTTTGTGAGAATGAGAAAGGTGTTGTCCCTTGTAACATTTTGGTTG 
GCTATAAAGCTGTATATCGTTTGTGCTTTGGTTTGGCTATGTTCTATCTTCTTCTCTCTTTA 
4 CTAATGATGAAAGTGAAGAGTAGCAGTGATCCTAGAGCTGGAGTGCACAATGGATTTTG 
CTTTAAATTTGCTGCAGCAATTGCAATTATTATTGGGGC 
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GCTGTCCTTAGTGGAAACW\NTCCAACTTGTAACTTGGATTGATCTATG<^GTTTTTCCTTG 
CTTGTTGGAGTATGTGTAGCTTTGTGTAATGTTGTTCCCAGGATTGGANGAACAACTGAATA 
AGATTCCTGGATTTTTGTGAGAATGAGAAAGGTGTTGTCCCCTTGTAACATTTTTGGTTGGC 
TATAAAGCTGTATATCGTTTGTGCTTTGGTTTGGCTATGTTGTATCTTCTTC^CTCTTTACT 
AATGATCAAAGTGAAGAGTAGCAGTGATCCTAGAGCTGCAGTGCACAATGGATTTTGGTTCT 
TTAAATTTGCTGCAGCAATTGCAATTATTATTGGGGCATTCTTC^ 

AO^ACTGTGTGGTTTTATGTAGGCATGGCAGGTGCCTTTTGTTTCATCXrrCATACAACTAGT 
CTTACTTATTGATTTTGCACATTCATGGAATGAATCGTGG^ 

ACTCGAGATGTTGGTATGCAGCCTTGTTATCAGCTACAGCTCTGAATTATCTGCTGTCTTTA 
GTTGCTATCGTCCTGTTCTTTGTCTACTACACTCATCCAGCCAGTTGTTCAGAAAACAAGGC 
GTTCATCAGTGTCAACATGCTCCTCTGCGTTGGTGCTTCTGTAATG 
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CTCGGGCGCGCACAGGCAGCrCGGTTTGCCCT 

GGCWATGTGTGTGGCTGGAGGCGAGCGCGAGGCTTTCGGCAAAGG 

TCCTGTGAAAGCAGATAAAAGAAAACATTTATTAA^ 

ACTCCCCGCGGAACATTTGGCTCCCT 

GTCGTTTCCAGCCAAGTGGACCTGATCGATGGC^^ 

CCCTGtiTT TCT GTGTT^ 

TGGG03AAIXXX3*C»TCTGTT^^ 

AAGAGGGACGAGGGAAAAGAAACAAAGCCACAGAOSCAACTTG 

C3U3C3UA71AAAGAAGATG6GCCCCCCGAGCCTCGT6 

TGGMCCTCGGOCTTOCTGTCGCACCACCGCCTGA^^ 

ATCMG6AGOW5GGCGGGGOGCACTTCaTC3V^ 

CATCCTCACTGGCaACTACGTCCACJy^ 

AGGOUAGCACKAGAGCCG^^ 

TftTCITAftJGI^aCAACGGCTCCT 

CTTTTATAACTACACGCTGTGTCGGAAC^^ 

CAGJyCCTCATCACCAATGACAGCGTGAGCTTCn 

ATGGTCATCAGCCATGCAfiCCCCCCACGGCCCTG^ 

ATCTCAGCAOm^CGCCGAGCTACAACT^^ 

CCATGAAGCCCATCCAGATGGAATTCACC^ 

GACTCCATGGAGACGATTTACAACATGCTGGCT 

CXSACCACGGTTACCACATCGGCCAGTTTGG^ 

TCOOGTTCEACGTGAGGGGCCCaUlCOT 

GCCCCCACCATCCTGGACATTGCAGGCCr 

GGACACGGAGCGGCCGGTGAATCGGTTTCACTTGAAAAAGAAGATC 

AGAGAGGCAAGCTGCTACACAAGAGAGACAATGAC^GGTGGACGCCCM 

CAGCGTGTGAAGGACCTGTGTCAGCGTGCTGAGTACCAGJ^ 

TGTGGAGGACGCCACGGGGAAGCTGAAGCTGCATAAGTGCAAGGGCCCCATGCGGCTGGGCGGCA 

TCTOCAACCTCGTGCCCAAGTACTACGGGCAGGGCAGCGAGGCCTGC^ 

AGCCTGGCCGGACGCCGGAAAAAACTCTTC^GAA 

CTCAGTGGCC^TCGAGGTGGACGGCAGGGTGTACCA 

CCAAGCGGCACTGGCCAGGGGCCCCTGAGGACCAAGATGACAAGGA 

CTTCCCGACTACTCAGCCGCCAACCCCATTAAAGTGACACATCGGTGC^ 

GTGTGACCTGGACCTGTACAAGTCCXn^GCAGGCX^ 

(XCTGCAGAACAAAATTAAGAACCTGAGGGAAGTOCGAGGTCACCT 

TGTCACAAAATCAGCTACCACACCCAGCACAAAGGCCGG^ 

GAAGGGCCTGCAAGAGAAGGACJUVGGTGTGGCTGTTGCGGGAGCAG 

TCAAGCGCCTGCAGAACAACGACACGTGCAGCATGCC^^ 

CAGACGGCGCCTTTCTGGACACTGGGGCC^ 

GJUSGACCATCAATGAGACTCACAATTTCCTCTTCTGT^ 

ACAQVGACCCCTACCAGCTGATGAATGCAGTGAACACACT 

CTCATGGAGCTGAGGAGCTGCAAGGGTTACAAGCAGTGTAACX:CCCGGA 

AAGCTATGAGCAATACAGGCAGTTTCAGCGTCGAAAGTGGCCAGAAATGA 

CTGCACAGGCAATGAAAAACCATGTGGGTGATTTCCAGCAGACCT 

AAGCACGCACTCTCAGTCAACATGACAGATTCTGGAGGATAACCAGCAGGAGCAGAGATAACTT 
ATT TTTGCCCCTGCTTTTGCTTTGGATT^^ 

AC^CrTAACCCTCCCCCAGAAGCTCACAAAGGAAAACGGAGAGAGCGAGCGAGAGAGATTTCCTTGGAAATTTC 

TCCCAAGGGCGAAAGTCATTGGAATTTTTAAATCATAGGGGAAAAGCAGTCCTGTTCTAAATCCTCTTATTCTT 

TTGGTTTGTCACAAAGAAGGAACTAAGAAGCAGGACAGAGGCAACGTGG7VGAGGCTGAAM 

TTTGACAATGAGTCAGTAGCACAAAAGAGATGACATTTACCT^ 

CTGCCTTCATTGTATATATGTGACTATTTACATGTAAT^ 

CCCMTTTTCAGGAGTGGTGGTGTCAATAAACGCTCTGTGGCCAGTGTAAAAGAAAAA 
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FIGURE 47 

MGPPSLVIX^LLSATVFSLLGGSSAFLSHliRLKGRFQRDRRNIRPNIILVLTDDQDVELGSMQ 
. VMNKTRRIMEQGGAHFIHAFVTTPMCCPSRSSILTGKYVHNHNTYTNNENCSSPSWQAQHES 
RTFAVYLNSTGYRTAFFGKYLNEYNGSYVPPGWKEWGIXKNSRFYNYT^ 
YSKDYLTDLITNDSVSFFRTSKKMYPHRPV1MV1SHAAPHGPEDSAPQYSRLFPNASQHITP 
SYNYAPNPDKHWIMRYTGPMKPIHMEFTNMLQRKRLQTLMSVDDSMETIYNMLVETGELDNT 
YIVYTADHGYHIGQFGLVKGKSMPYEFDIRVPFYVRGPNVEAGCLHPHIVLNIDLAPTILDI 
AGLDIPADMDGKSILKIXiyrERPVNRFHLKKKMRVWRDSFLVERGKLLHKRDNDKVDAQEEN 
FLPKY<^VKDLCQRAEYQTACEQLGQKWQCTTCDA^ 
YGQGSEACTCDSGDYKLSLAGRRKKLFTOOCYKASYVRSRSIRSVAIEVDG 
PRNLTKRHWPGAPEDQDDKDGGDFSGTGGLPDYSAANPIKVTHRCYILENI)TVQCDLDLYKS 
LQAWKDHKLHIDHEIETLQNKIKNLREVRGHLKKKRPEECDCHKISYHTQHKGRLKHRGSSL 
HPFRKGLQEKDKVWLLREQKRKKKLRKLLKRI^NNDTCSMPGLTCFTHDNQHWQTAPFWTLG 
PFCACTTSANNNTYWCWRTINETHNFLEXIEFATGFLEYFDLNTDPYQLMNAVNTLDRDVLNQL 
HVQLMELRSCKGYKQCNPRTRNMDLIX3GSYEQYRQFQRRKWPEMKRPSSKSLGQLWEGWEG 
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^^^^^ ^ 



AACAAAGTTCAGTGACTGAGAGGGCTGAGCGGAGGCTGCTGAAGGGGAGAAAGGAGTGAGGA 
GCTGCTGGGCAGAGAGGGACTGTCCGGCTCCCAGM5CTGGGCCTCCTGGGGAGCACAGCCC 
TGGTGGGATGGATCACAGGTGCTGCTGTGGCGGTCCTGGTGCT 
TGCCTTTTCCACGGACGGCAGGACTGT^ 

CCGAGTCCGCCGGGCCCAGCCTTGGGCCTTCCGGCGGCGGGGGCACCTGGGAATCTTTCACC 
ATCACCGTCATCCTGGCCACGTATCTCATGTGCCGAATGTGGGCCTCCACCACCACCACCAC 
CCCCGCCACACCCCTCACCACCTCCACCACCACCACC^^ 

TTCCCAGGACAAGTGGACCCCATGTTTCCATGTGGAAGGATGCATCT 

GGAACAATAGACTGGGGCTTGCTCCAGCTGCATTTGGATGGGATGCCCCAGTGTACTATGGC 

AGCAGAGAATGGAGGAACACTGGGTCTGCAGTGCTGAAGGGTTTGGGGAGTGGAGAGCAAGG 

GTGCTCTTTCGGGGCTGGACAGCCCGTCTTGTGACAGTGACTCCCAGTGAGCCCCAGAAATG 

ACAAGCGTGTCTTGGCAGAGCCAGCACACAAGTGGATGTGAAGrPGCCCGTCTTGACCTCCTC 

ATCAGGCTGCTGCAGGCCTCTGGCGGGGAGGGCACTGGGAGAGGCCCTGAGAATGTCCTTTT 

GGTTTGGAGAAGGCAGTGTGAGGCTGCACAGTCAATTCATCGGTGCCTTAGTCCAAGAAAAT 

AAAAACCACTAAGAAGCTTTAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 49 

MLGLLGSTALVGW I TGAAVAVIJiLLLLATCLFHGRQDCDVERNRTAAGGNRVRRAQ PWP FR 
RRGHLGI FHHHRHPGHVSHVPNVGLHHHHHPRHTPHHLHHHHHPHRHHPRHAR 
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GGC^GCTGCTGAGCTGCCTTGAGGTGCAGTGTTGGGGATCCAGAGCC^Src^eeTGCTA 
CTACTGGGCCTGATTGGGGGCCTGACTCTCTTACTGCTGCTGACGCTGCTGGCCTTTGCCGG 
GTACTCAGGGCTACTGGCTGGGGTGGAAGTGAGTGCTGGGTCACCCCCCATCCGCAACGTCA 
CTGTGGCCTACAAGTTCCACATGGGGCTCTATGGTGAGACTGGGCGGCTTTTCACTGAGAGC 
TGCAGCATCTCTCCCAAGCTCCGCTCCATCGCTGTCTACTATGACAACCCCCACATGGTGCC 
CCCTGATAAGTGCCGATGTGCCGTGGGCAGCATCCTGAGTGAAGGTGAGGAATCGCCCTCCC 
, CTGAGCTCATCGACCTCTACCAGAAATTTGGCTTCAAGGTGTTCTCCTTCCCGGCACCCAGC 
CATGTGGTGACAGCCACCTTCCCCTACACCACCATTCTGTCCATCrGGCTGGCTACCCGCCG 
TGT(XATCCTGCCTTGGACACCtACATCAAGGAGCGGAAGCTGTGTGCCTATCCTCGGCTGG 
AGATCTACCAGGAAGACCAGATCCATTTCATGTGCCCACTGGCACGGCAGGGAGACTTCTAT 
GTGCCTGAGATGAAGGAGACAGAGTGGAAATGGCGGGGGCTTGTGGAGGCCATTGACACCCA 
GGTGGATGGCACAGGAGCTGACACAATGAGTGACACGAGTTCTGTAAGCTTGGAAGTGAGCC 
CTGGCAGCCGGGAGACTTCAGCTGCCACACTGTCACCTGGGGCGAGCAGCCGTGGCTGGGAT 
GACGGTGACACCCGCAGCGAGCACAGCTACAGCGAGTCAGGTGCCAGCGGCTCCTCTTTTGA 
GGAGCTGGACTTGGAGGGCGAGGGGCCCTTAGGGGAGTCACGGCTGGACCCTGGGACTGAGC 
CCCTGGGGACTACCAAGTGGCTCTGGGAGCCCACTGCCCCTGAGAAGGGCAAGGAGTAACCC 
ATGGCCTGCACCCTCCTGCAGTGCAGTTGCTGAGGAACTGAGCAGACTCTCCAGCAGACTCT 
CCAGCCCTCTTCCTCCTTCCTCTGGGGGAGGAGGGGTTCCTGAGGGACCTGACTTCCCCTGC 
TCCAGGCCTCTTGCTAAGCCTTCTCCTCACTGCCCTTTAGGCTCCCAGGGCCAGAGGAGCCA 
GGGACTATTTTCTGCACCAGCCCCCAGGGCTGCCGCCCCTGTTGTGTCTTTTTTTCAGACTC 
ACAGTGGAGCTTCCAGGACCCAGAATAAAGCCAATGATTTACTTGTTTCACCTGGAAAAAAA 
AAAAAAAAAA 
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MSDIJJJiGLIGGLTMilJjTLIAFAGYSGLIAGVEVSAGSPPIRNVTVAYKF^ 

LFTESCSISPKLRSIAVYYDNPHMVPPDKCRCAVGSILSEGEESPSPELIDLYQKFGFKVFS 

FPAPSHVVTATFPYTTILSIWIATRRVHPALDTYIKERKLCAYPRLEIYQEDQIHFMCPLAR 

QGDETfVPEMKETEWKWRGLVEAI DTQVDGTGADTMS DTS S VSLEVS PGS RETS AATLS PGAS 

SRGWDDGDTRSEHSYSESGASGSSFEELDLEGEGPLGESRLDPGTEPLGTTKWLWEPTAPEK 

6KB 
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52/330 

CCGCGGGAACGCTGTCCTGGCTGCCGCGACCCGAACAGCCTGTCCTGGTGCCXXIGGCTCCCT 
GCCCCGCGCCCAGTCATGACCCTGCGCCCCTCACTCCTCCCGCTCCATCTGCTGCTGCTGCT 
GCTGCTCAGTGCGGCGGTGTGCCGGGCTGAGGCTGGGCTCGAAACCGAAAGTCCCGTCCGGA 
CCCTCCAAGTGGAGACCCTGGTGGAGCCCCCAGAACCATGTGCCGAGCCCGCTGCTTTTGGA 
GACACGCTTCACATACACTACACGGGAAGCTTGGTAGATGGACGTATTATTGACACCTCCCT 
GACCAGAGACCCTCTGGTTATAGAACTTGGCCAAAAGCAGGTGATTCCAGGTCTGGAGCAGA 
M GTCTTCTCGACATGTGTGTGGGAGAGAAGCGAAGGGCAATCATTCCTTCTCACTTGGCCTAT 
GGAAAACGGGGATTTCGACCATCTGTCCCAGCGGATGCAGTGGTGCAGTATGACGTGGAGCT 
GATTGCACTAATCCGAGCCAACTACTGGCTAAAGCTGGTGAAGGGCATTTTGCCTCTGGTAG 
GGATGGCCATGGTGCCAGCCCTCCTGGGCCTCATTGGGTATCACCTATAGAGAAAGGCCAAT 
AGACCCAAAGTCTCCAAAAAGAAGCTCAAGGAAGAGAAACGAAACAAGAGCAAAAAGAAA^ 
A^AAATAATAAATTTTAAAAAACTTAAAAAAAAAAAAAAAAAA 
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MTLRPSIXPLHTiTJJJJJ.3AAVCRAEAGLETESPVRTLQVETLVEPPEPCAEPAAFGDTLHI 
H YTGSLVDGRI I DTSLTRDPLVIELGQKQVI PGLEQSLLDMCVGEKRRAI I PSHLAYGKRGF 
PPSVPADAWQYDVELIALIRANYWLKLVKGILPLVGMAMVPALLGLIGYHLYRKANRPKVS 
KKKLKEEKRNKSKKK 
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EK3DBB 5 4 

CCCGGGAACGTGTTCCTGGCTGCCGCACCCGAACAGCCTGTCCTGGTGCCCCGGCTCCCTGC 
CCCGCGCCCAGTCATGACCCTGCGCCCCTCACTCCTCCCGCTCCATCTGCTGCTGCTGCTGC 
TGCTCAGTGCGGCGGTGTGCCGGGCTGAGGCTGGGCTCGAAACCGAAAGTCCCGTCCGGACC 
CTCCAAGTGGAGACCCTGGTGGAGCCCCCAGAACCATGTGCCGAGCCCGCTGCTTTTGGAGA 
CACGCTTCACATACACTACACGGGAAGCTTGGTAGATGGACGTATTATTGACACCTCCCTGA 
CCAGAGACCCTCTGGTTATAGAACTTGGCCAAAAGCAGGTGATTCCAGGTCTGGAGCAGAGT 
M CTTCTCGACATGTGTGTGGGAGAGAAGCGAAGGGCAATCATTCCTTCTCACTTGGCCTATGG 
AAAACGGGGATTTCCACCATCTGTCCCAGCGGATGCAGTGGTGCAGTATGACGTGGAGCTGA 
TTGCACTAATCCGAGCCAACTACTGGCTAAAGCTGGTGAAGGG 

ATGGCCATGGTGCCACCCTCCTGGGCCTCATTGGGTATCACCTATACAGAAAGGCCAATAGA 
CCCAAAGTCTCCAAAAAGAAGCTCAAGGARGAGAAACGAAACAAGAGCAAAAAGAAATAATA 
AATAATAAATTTTAAAAAACTTA 
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FIGURE 55 

CCGAAAGTCCCGTCCGGACCCTCCAAGTGGAGACCCTGGTGGAGCCCCCAGAACCATGTGCC 
GAGCCCGCTGCTTTTGGAGaCACGCTTCACATACACTACACGGGARGCTTGGTAGATGGACG 
TATTATTGACACCTCCCTGACCAGAGACCCTCTGGTTATAGAACTTGGCCAAAAGCAGGTGA 
TTCCAGGTCTGGAGCAGAGTCTTCTCGACATGTGTGTGGGAGAGAAGCGAAGGGCAATCATT 
CCTTCTCAGTTGGCCTATGGAAAACGGGGATTTCCACCATCTGTCCGAGCGGATGCAGTGGT 
GCAGTATGACGTGGAGCTGATTGCACTAATCCGAGCCAACTACTGGCTAAAGCTGGTGAAGG 
^ GCATTTTGCCTCTGGTAGGGATGGCCATGGTGCCAGCCCTCCTGGGCCTCATTGGGTATCAC 
CTATACAGAAAGGCCAATAGACCCAAAGTCTCCAAAAAGAAGCTCAAGGAAGAGAAACGAAA 
CAAGAGCAAAAAGAAATAATAAATAATAAATTTTAAAAAACTTAAAA 
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EIGBBE 5$ 

CTGCTGCATCOTGGTGTC^^ . 

TGA6GCGGGCC66C6CGGCGCGACACC6GGCTCC6GAACCACTGCAC 

ACCTGAAAAAAASCTCTGGATTTCTAGAGGGCTTGA 

GAAAAGCGCAATACTATTGCTTCCATTGCTGCTGGTGTACTATTT^ 

TATCATAGATGCAGCTGTTATTTATC 

GTGGTGTTATAGCAACCATAGCC^CCTAATGATTAATGCAGTATC 
± GGTGATAffiraACAGTGAAGGTTGTCTGGGTCAAACAGGTGCTC 
TTT(»TGTTGGCCTTTGGATC^ 
CTAAAGAAAAAGACATAGTATACCCTGGAATTGCT^ 
TTTGGAGGGCTGGTTTTTAAGTCT^ 
TTCCCACAGCAGAACAGCCCTGCATGGGTT^ 

TTGTAATGCCATTTTCTAAACTTATTTCTGAGTGTAGTCTCAGCTTAAAGTTGTGTAATACT 
AAAATCACGAGAACACCTAAACAACAACC^ 

ATAAAATGTTAGAGGAAACTTTCACATGAATAATTTTTGTCAAATTTTATCATGGTATAATT 
TGTAAAAATAAAAAGAAATTACAAAAGAAATTATGGATTTGTCAATGTAAGTATTTGTCATA 
TCTGAGGTCCAAAACCACAATGAAAGTGCTCTGAAGATTTAATGTGTTTATTCAAATGTGGT 
CTCTTCTGTGTCAAATGTTAAATGAAATATAAACATTTTTTAGTTTTTAAAATATTCCGTGG 
TCAAAATTCTTCCTCACTATAATTGGTATTTACTTTTACCAAAAATTCTGTGAACATGTAAT 
GTAACTGGCTTTTGAGGGTCTCCCAAGGGGTGAGTGGACGTGTTGGAAGAGAGAAGCACCAT 
GGTCCAGCCACCAGGCTCCCTGTGTCCCTTCCATGGGAAGGTCTTCCGCTGTGCCTCTCATT 
CCAAGGGCAGGAAGATGTGACTCAGCCATGACACGTGGTTCTGGTGGGATGCACAGTCACTC 
CACATCCACCACTG 
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FIGURE 57 

MSGFLEGLRCSECI DWGEKRNT IAS IAAGVLFFTGWWI 1 1 DAAVI YPTMKDFNHS YHACGVI 

ATIAFLMINAVSNGQVRGDSYSEGCLGQTGARIWLEVGFMIAFGSL1ASMWILFGGYVAKEK 
DIVYPGIAVFFQNAFIFFGGLVFKFGRTEDLWQ 
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58/330 

TTCTTGGCTAAAATCGGGGGAGTGAGGCGGGCCGGCGCGGCGCGACACCGGGCTCCGGAACC 
ACTGCACGACGGGGCTGGACTGACCT6AAAAAAATGTCTGGATTTCTAGAGGGCTTGAGATG 
CTCAGAATGCATTGACTGGGGGGAAftAGCGCAATACTATTGCTTCCATTGCTGCTGGTGTAC 
TATTTTTTACAGGCTGGTGGATTATCATAGATGCAGCTGTTATTTATCCCACCATGAAAGAT 
TTCAACCACTCATACCATGCCTGTGGTGTTATAGCAACCATAGCCTTCCTAATGATTAATGC 
AGTATCGAATGGACAAGTCCGAGGTGATAGTTACAGTGAAGGTTGTCTGGGTCAAACAGGTG 
A CTCGCATTTGGCTTTTCGTTGGTTTC^TGTTGGCCTTTGGATCTCTGATTG 

ATTCTTTTTGGAGGTTATGTTGCTAAAGAAAAAGACATAGTATACCCTGGAATTGCTGTATT 
TTTCCAGAATGCCTTCATCTTTTTTGGAGGGCTGGTTrTTAAGTTTGGC 
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TGGACGGACCTGAAAAAAAT6TTTGGATTTNTAGAGGGNTTGAGATGTTCA 
TGGGGGAAAAGC^XSAAATACTATTGCTTC 
GTGGATTATCATAGATGCAGNTGTTATT^ 
ATGCCTGTGGTGTTATAGCAACCATAGCCTTCNTAATGATTA^ 
GTCCGAGGTGATAGTTACAGTGAAGGTTGTTT^ 
CGTTGGTTTCATGTTGGCCTTTGGATCTCTGATTGCAT^ 
^ ATGTTGCTAAAGAAAAAGACATAGTATACCC 
ATCTTTTTTGGAGGGCTGGTTTTTAAGTTTGGCCGCACT 
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60/330 

FIGURE 60 

GGACACCGGGTTCCGGACCAATGCANGACGGGGTGGANTGAGCTGAAAAAAATGTTTGGATT 
TTTAGAGGGCTTGAGATGNTCAGAATGCATTGACTGGGGGAAAAGCGCAATANTATTGCTTT 
CCATTGCTGCTG(HOTACTAXTTOT 

TATCXXACCATGAAAGATTTNAACCACTCATACCATGCCTGTGGTGTTATA 
CTTCCTAATGATTAATGCAGTATCGAATGGACAAGTCCGAGGTGATAGTTACAGTGAAGGTT 
G^TTGGCTCAAACAXMTGinXJGCATTTGGCTTTTCGTTGGTTTCATGTTGGCCTTO 
$ CTGATTGNATTCTATGCGGATTCTTCTTGGAGGTTATGTTGCTAAAGAAAAAGACATAGTAT 
ACCCTGGAATTNCTNTAITTTTCCAGAATGCC 
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61/330 
FIGURE 61 

TAGAGGGCTTGAGATGCTCAGAATGCATTGACTGGGGGGAAAAGCGCAATANTATTGCTTCC 
ATT6NT6NTGGT6TANTATTTTTTTACAGGCT66TGGATTATNATAGATGCAGCTGTTATTT 
ATCCCACCAT6AAAGATTTNAACCANTCATACCATGCCTGTGGTGTTATAGCAACCATAGCC 
TTCCTAATGATTAATGCAGTATNGAATGGACAAGTCCGAGGTGATAGTTACAGTGAAGGTTG 
TTTGGGTCAAAGAGGTGNTNGCATTTGGCTTTTNGTTGGTTTCATGTTGGCCTTTGGATGTN 
TGATTGCATTTATGTGGATTNTTTTTGGAGGTTATGTTGCTAAAGNAAAAGACATAGTATAC 
GCTGT 
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ElgHBE 62 

GGGAGGCTGTGNCCGTTTTGTTTTNTTGGCTAAAATCGGGGGAGTGAGGCGGCCCGGCGCGG 
CGNGACACCGGGTTCCGGGAACCATTGCACGACGGGGTGGACTGACCTGAAAAAAATGTTTG 
GATTTNTAGAGGGCTTGAGATGCTCAGAATGCATTGACTGGGGGGAAAAGCGCAATACTATT 
GCTTCCATTGCTGCTGGTCTACTATTTTT^^ 

TATTTATCCCACCATGAAAGATTTCAACCACTCATACCATGCCTGTGGTGTTATAGCAACCA 
TAGCCTTCCTAATGATTAATGCAGTATCGAATGGACAAGTCCGAGGTGATAGTTACAGTGAA 
0 GGTTGTCTGGGTCAAACAGGTGCTCGCATTTGGCTTTTCGTTGGTT.TCATGTTGGCCTTTGG 
ATNTCTGATTGCATCTATGTGGATTCTTTTTGGAGGTTATGTTGCT 
TATACCCTGGAATTGCTGTATTTTTCCAGAATGCCTTCATHTTTTTTGGAGGGCTG 
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63/330 



(MACGCGGGCGTC^STGGCTTCCGCTGGTGCTGCTCCTGGCTGTGCTGCTGCTGGCCGTCC 
TCTGCAAAGTTTACTTGGGACTATTCTCTGGCAGCTCCCC6AATCCTTTCTCCGAAGIATGTC 
AAACGGCCCCCAGCGCCCCTGGTAACTGAGAAGGAGGCCAGGAAGAAGGTTCTCAAACAAGC 
TTTTTCAGCCAACCAAGTGCCGGAGAAGCTGGATGTGGTGGTAATTGGCAGTGGCTTTGGGG 
GCCTGGCTGCAGCTGCAATTCTAGGTAAAGGTGGCAAGCGAGTCCTGGTGCTGGAAC^ 
ACCAAGGCAGGGGGCTGCTGTCATACCTTTGGAAAGAATGGCCTTGAATTTGACACAGGAAT 
• CGATTA<^TTGGGCGTATGGAAGAGGGGAGCA!PrGGCCGTTTTATCTTGGACCAGATCACT 
AAGGGCAGCTGGACTGGGCTGCCCTGTCCTCTCCTTTTGACATCATGGTACTGGAAGGGCCC 
AATGGCCGAAAGGAGTACCCCATGTACAGTGGAGAGAAAGCCTACATTCAGGGCCTCAAGGA 
GAAGTTTCCACAGGAGGAAGCTATCATTGACAAGTATATAAAGCTGGTTAAGGTGGTATCCA 
GTGGAGCCCCTCATGCCATCCTGTTGAAATTCCTCCCATTGCCGGTGGTTCAGCTCCTCGAC 
AGGTGTGGGCTGCTGACTCGTTTCTCTCCATTCCTTCAAGCATCCACCCAGAGCCTGGCTGA 
* GGTCCTGCAGCAGCTGGGGGCCTCC!TCTGAGCTCCAGG(^GT^ 

CTTA(^^TGTCACCCCCAACCACAGTGCCTTTTCCATGCACGCCCTGCTGGTCAACCACTAC 
ATGAAAGGAGGCTTTTATCCCCGAGGGGGTTCCAGTGAAATTGCCTTCCACACCATCCCTGT 
GATTCAGOSGGCTGGGGGCGCTCTCCTCACAAAGG^ 

CAGCTGGGAAAGCCTGTGGTGTCAGTGTGAAGAAGGGGCATGAGCTGGTGAACATCTATTGC 
CCCATCGTGGTCTCCAACGCAGGACTGTTCAACACCTATGAACACCTACTGCCGGGGAACGC 
CCGCTGCCTGCCAGGTGTGAAGCAGCAACTGGGGACGGTGCGGCGCGGCTTAGGCATGACCT 
CTGTTTTCATCTGCCTGCGAGGC^CCAAGGAAGACGTGCATCTGCCGTCCACCAACTACTAT 
GTTTACTATGACACGGACATGGACCAGGCGATGGAGCGCTACGTGTCCATGCCCAGGGAAGA 
GGCTGCGGAACACATCCCTCTTCTCTTCTTCGCTTTCCCATCAGCGAAAGATCCGACCTGGG 
AGGACCGATTCCCAGGCCGGTCCACCATGATCATGCTCATACCCACTGCCTACGAGTGGTTT 
GAGGAGTGGCAGGCGGAGCTGAAGGGAAAGCGGGGCAGTGACTATGAGACCTTCAAAAACTC 
CTTTGTGGAAGCCTCTATGTCAGTGGTCCTGAAACTGT.TCCCACAGCTGGAGGGGAAGGTGG 
AGAGTGTGACTGCAGGATCCCCACTCACCAACCAGTTCTAtCTGGCTGCTCCCCGAGGTGCC 
TGCTACGGGGCTGACCATGACCTGGGCCGCCTGCACCCTTGTGTGATGGCCTCCTTGAGGGC 
CCAGAGCCCCATCCCCAACCTCTATCTGACAGGCCAGGATATCTTCACCTGTGGACTGGTCG 
GGGCCCTGCAAGGTGCCCTGCTGTGCAGCAGCGCCATCCTGAAGCGGAACTTGTACTCAGAC 
CTTAAGAATCTTGATTCTAGGATCCGGGCACAGAAG2\AAAAGAAT2AGTTCCATCAGGGAGG 
AGTCAGAGGAATTTGCCCAATGGCTGGGGCATCTCCCTTGACTTACCCATAATGTCTTTCTG 
CATTAGTTCCTTGCACGTATAAAGCACTCTAATTTGGTTCTGATGCCTGAAGAGAGGCCTAG 
TTTAAATCACAATTCCGAATCTGGGGCAATGGAATCACTGCTTCCAGCTGGGGCAGGTGAGA 
TCTTTACGCCTTTTATAACATGCCATCCCTACTAATAGGATATTGACTTGGATAGCTTGATG 
TCTCATGACGAGCGGCGCTCTGCATCCCTCACCCATGCCTCCTAACTCAGTGATCAAAGCGA 
ATATTCCATCTGTGGATAGAACCCCTGGCAGTGTTGTCAGCTCAACCTGGTGGGTTCAGTTC 
TGTCCTGAGGCTTCTGCTCTCATTCATTTAGTGCTACGCTGCACAGTTCTACACTGTCAAGG 
GAAAAGGGAGACTAATGAGGCTTAACTCAAAACCTGGGCGTGGTTTTGGTTGCCATTCCATA 
GGTTTGGAGAGCTCTAGATCTCTTTTGTGCTGGGTTCAGTGGCTCTTCAGGGGACAGGAAAT 
GCCTGTGTCTGGCCAGTGTGGTTCTGGAGCTTTGGGGTAACAGCAGGATCCATCAGTTAGTA 
GGGTGCATGTCAGATGATCATATCCAATTCATATGGAAGTCCCGGGTCTGTCTTCCTTATCA 
TCGGGGTGGCAGCTGGTTCTCAATGTGCCAGCAGGGACTCAGTACCTGAGCCTCAATCAAGC 
CTTATCCACCAAATACACAGGGAAGGGTGATGCAGGGAAGGGTGACATCAGGAGTCAGGGCA 
TGGACTGGTAAGATGAATACTTTGCTGGGCTGAAGCAGGCTGCAGGGCATTCCAGCCAAGGG 
CACAGCAGGGGACAGTGCAGGGAGGTGTGGGGTAAGGGAGGGAAGTCACATCAGAAAAGGGA 
AAGCCACGGAATGTGTGTGAAGCCCAGAAATGGCATTTGCAGTTAATTAGCACATGTGAGGG 
TTAGACAGGTAGGTGAATGCAAGCTCAAGGTTTGGAAAAATGACTTTTCAGTTATGTCTTTG 
GTATCAGACATACGAAAGGTCTCTTTGTAGTTCGTGTTAATGTAACATTAATAAATTTATTG 
ATTCCATTGCTTTAAAAAAAAAAAAAAA 
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FIGURE 64 

MWLPLVLIJAVLIJAVI£KVYI^ 

QVPEKLDVWIGSGFGGLAAAAILAKA6KRVLVLEQHTKAGGCCHTFGKNGI£FDTGIHYI6 
RMEEGSIGRFILDQITEGQLDWAPLSSPFDIMVLEGPNGRKEYPMYSGEKAYIQGLKEKFPQ 
EEAI I DKYIKLVKWSSGAPHAILLKFLPLPWQLLDRCGLLTRFSPFLQASTQSLACVLQQ 
LGASSELQAVLSYIFPTYGVTPNHSAFSMHALLVNHYMKGGFYPRGGSSEIAFHTIPVIQRA 
GGAVLTKATVQSVLLDSAGKACGVSVKKGHELVNIYCPIVVSNAGLFNTYEHLLPGNARCLP 
m GVKQQIX5TVRPGIX^SVFICLRGTKEDI^PSTNYYVYYOTDMIX2AMERYVSMPREEAAEH 
IPIJiFFAFPSAKDPTWEDRFPGRSTMIMLIPTAYF^FEEWQAELKGKRGSDYETFKNSFVEA 
SMSVVLKLFPQLEGKVESVTAGS PLTNQFYLAAPRGACYGADH DLGRLH PCVMASLRAQS PI 
PNLYLTGQDIFTCGLVGAL^ALLCSSAILKRNLYSDLKNLDSRIRAQKKKN 
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EK5HBE 65 

GCAGCGGCGAGGCGGCGGTGGTGGCTGAGTCCGTGGTGGCAGAGGCGAAGGCGACAGCTCTA 
GGGGTTGGCACCGGCCCCGAGAGGAGGMfiCGGGTCCGGATAGGGCTGACGGTGCTGCTGTG 
TGCGGTGCTGCTGAGCTTGGCCTCGGCGTCCTCGGATGAAGAAGGCAGCCAGGATGAATCCT 
TAGATTCCAAGACTACTTTGACATGAGATGAGTCAGTAAAGGACCATACTACTGCAGGCAGA • 
GTAGTTGCTGGTCAAATATTTCTTGATTCAGAAG^ 

AGAGGAAGACAGCCTCAAGAGCCAAGAGGGGGiU^GTGTCACAGAAGATATC^GCTTTCTAG 
M AGTCTCCAAATCCAGAAAACAAGGACTATGAAGAGCCAA 

ACCGCCATTGAAGGGACAGCACATGGGGAGCCCTGCCACTTCCCTTT^ 

GGAGTATGATGAATGTACATCAGATGGGAGGGAAGATGGCAGACTGTGGT 

ATGACTACAAAGCAGATGAAAAGTGGGGCTTTTGTGAAACTGAAGAAGAGGCTGCTAAGAGA 

CGtSCAGATGCAGGAAGCAGAAATGATGTATCAAACTGGAATGAAAATCCTTAATGGAAGCAA 

TAAGAAAAGCCAAAAAAGAGAAGCATATCGGTATCTCGAAAAGGCAGGAAGCATGAACCATA 

CCAAAGCCCTGGAGAGAGTGTCATATGCTCTTTTATTTGGTGATTACTTGCCACAGAATATC 

CAGGCAGCGAGAGAGATGTTTGAGAAGCTGACTGAGGAAGGCTCTCCCAAGGGACAGACTGC 

TCTTGGCTTTCTGTATGCCTCTGGACTTGGTGTTAATTCAAGTCAGGCAAAGGCTCTTGTAT 

ATTATACATTTGGAGCTCTTGGGGGCAATCTAATAGCCCACATGGTTTTGGTAAGTAGACTT 

ragTGGAAGGCTAATAATATTAACATCAGAAGAATTTGTGGTTTATAGCGGCCACAACTTTT 

TCAGCTTTCATGATCCAGATTTGCTTGTATTAAGACCAAATATTCAGTTGAACTTCCTTCAA 

ATTCTTGTTAATGGATATAACACATGGAATCTACATGTAAATGAAAGTTGGTGGAGTCCACA 

ATTTTTCTTTAAAATGATTAGTTTGGCTGATTGCCCCTAAAAAGAGAGATCTGATAAATGGC 

TCTTTTTAAATTTTCTCTGAGTTGGAATTGTCAGAATCATTTTTTACATTAGATTATCATAA 

TTTTAAAAATTTTTCTTTAGTTTTTCAAAATTTTGTAAATGGTGGCTATAGAAAAACAACAT 

GAAATATTATACAATATTTTGCAACAATGCCCTAAGAATTGTTAAAATTCATGGAGTTATTT 

GTGCAGAATGACTCCAGAGAGCTCTACTTTCTGTTTTTTACTTTTCATGATTGGCTGTCTTC 

CCATTTATTCTGGTCATTTATTGCTAGTGACACTGTGCCTGCTTCCAGTAGTCTCATTTTCC 

CTATTTTGCTAATTTGTTACTTTTTCTTTGCTAATTTGGAAGATTAACTCATTTTTAATAAA 

ATTATGTCTAAGATTAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAA 
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66/330 

FIGURE 66 

MRVRIGLTLLLCAVIXSLASASSDEEGSQDESLDSKTTLTSDESVKDHTTAGRVVAGQIIliD 
SEESELESSIQEEEDSLKSQEGESVTEDISFLESPNPENKDYEEPKKVRKPALTAIEGTAHG 
E PCH FPFLFLDKEYDECTSDGRE DGRLWCATT YDYKADEKWG FCETEEEAAKRRQMQEAEMM 
YQTGMKI LNGSN KKSQKREAYRYLQKAASMNHTKALERVS YALL FG D YL PQN I QAAREM FEK 
LTEEGSPKGQTALGFLYASGLGVHSSQAKMiVYYTFGALGGNLIAHMVLVSRL 
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FIGURE 67 

CTTCCCAGCCCTGTGCCCCAAAGCACCTGGAGCATATAGCCTTGCAGAACTTCTACTTGCCT 
GCCTCCCTGCCTCTGGCCl^KGCCTGCCGOTGCCTCAGGTTCCTTCTGATGGGGACCTTCCT 
GTCAGTTTCCCAGACAGTCCTGGCCCAGCTGGATGCACTGCTGGTCTTCCCAGGCCAAGTGG 
CTCAACTCTCCTGCACGCTCAGCCCCCAGCACGTCACCATCAGGGACTACGGTGTGTCCTGG 
TAO^GGAGCGGGCAGGCAGTGCCCCTCGATATCrCCTCTACTACCGCTCGGAGGAGGATCA . 
CCACCGGCCTGCTGACATCCCCGATCGATTCTCGGCAGCCAAGGATGAGGCCCACAATGCCT 
„ GTGTCCTCACCATTAGTCCCGTGCAGCCTGAAGACGACGCGGATTACTACTGCTCTGTTGGC 
TACGCX^TTAGTCCCagGGGTGGGGTGTGAGATGGGTGCX^Car^ 
GCC«n!GACCTTGGGTCCCTTTTAAACTTTCTCTGAGCCTTGCTTCX:CCT 
TTAATAATATTCAACATGTCAACAAC 
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FIGURE 68 

bUVCRCLSFIAMGTFLSVSQTVLAQLDMJiVFPGQVAQ 

SAPRYLLY YRSEEDHHRPADI PDRFSAAKDEAHMACVLT I S PVQPEDDADYYCS VG YGFSP 
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FIGURE 69 

GCCGTCCCGCCCCGAGACCGGGCTC^ 

CGAT6ACCGCGGAGCGOVCGCC^GG(^C66CGCT6ACCCC^ 
CCCGCCGAGGTCCGGACAGGCCGAQ^E^CGCCGAGCCCCGTGTO 
CGCZrGCTGCTGGGGGCCTTCCC^CGG^^ 

AAGGTGGTCCCT^GGCAGGTGGCCCGGCTGGGCCGCACTCTGCGGGTGCAGT 
GGGGGACCCGCCGCCGCTGACCATGTGGACCAAGGATGGCCGCACGATCCACAGCGGCTGGA 
GCCGCTTCCGCGTGCTGCCGCAGGGGCTGAAGGTGAAGCAGGTGGAGCG^ 
GTGTACGTGTGCAAGGCCACCAACGGCTTCGGCAGCCTGAGGGTCAACTACACCCTCGTCGT 
GCTGGATGACATTAGCCCAGGGAAGGAGAGCCTGGGGCCCGACAGCTCCTCTGGGGGTCAAG 
AGGACCC^GCCAGCCAGCAGTGGGCACGACCGCGCTTCACACAGGCCTCC 
CGGGTGATCGCACGGCCCGTGGGTAGCTCC<^GCGGCTCAAGTGCGTGGCCAGCGGGCACCC 
TCGGGCX^GACATCACGTGGATGAAGGACGACCAGGCCTTGACGCGCCCAGAGGCCGCTG 
* CCAGGAAGAAGAAGTGGACACTGAGCCTGAAGAACCTGCGGCCGGAG 

ACCTGCCGCGTGTCGAACCGCGCGGGCGCCATCAACGCCACCTACAAGGTGGATGTGATCCA 

GCGGACCCGTTCCAAGCCCGTGCTCACAGGCACGCACC^CGTGAAC^ 

GGGGGACCACGTCCTTCCAGTGCAAGGTGCGCAGCGACGTGAAGC^ 

AAGCGCGTGGAGTACGGCGCCGAGGGCCGCCACAACTCCACCATCGATGTGGGCGGCCAGAA 
GTTTGTGGTGCTGCCCACGGCTGACGTGT^ 

TGCTCATCACCCGTGCCCGCCAGGACGATGCGGGCATGTACATCTGCCTTGGCGCCAACACC 
ATGGGCTACAGCTTCCGCAGCGCCTTCCTCACCGTGCT^ 

ACCTGTGGCCTCCTCGTCCTCGGCCAGTAGCCTGCGGTGGCCCGTGGTCATCGGCATCCCAG 
CCGGCGCTGTCTTCATCCTGGGCACCCTGCTCCTGTGGCTTTGCCAGGCCCAGAAGAAGCCG 
TGCACCCCCGCGCCTGCCCCTCCCCTGCCTGGGCACCGCCCGCCGGGGACGGCGCGCGACCG 
CAGCGGAGACAAGGACCTTCCCTCGTTGGCGGCGCTCAGCGCTGGCCCTGGTGTGGGGCTGT 
GTGAGGAGCATGGGTCTCCGGCAGCCCCCCAGCACTTACTGGGCCCAGGCCCAGTTGCTGGC 
CCTAAGTTGTACCCCAAACTCTACACAGACATCCACACACACACACACACACACTCTCACAC 
ACACTCACACGTGGAGGGCAAGGTCCACCAGCACATCCACTATCAGTGCTagACGGCACCGT 
ATCTGCAGTGGGCACGGGGGGGCCGGCCAGACAGGCAGACTGGGAGGATGGAGGACGGAGCT 
GCAGACGAAGGCAGGGGACCCATGGCGAGGAGGAATGGCCAGCACCCCAGGCAGTCTGTGTG 
TGAGGCATAGCCCCTGGACACACACACACAGACACACACACTACCTGGATGCATGTATGCAC 
ACACATGCGCGCACACGTGCTCCCTGAAGGCACACGTACGCACACGCACATGCACAGATATG 
CCGCCTGGGCACACAGATAAGCTGCCCAAATGCACGCACAGGCACAGAGACATGCCAGAACA 
TACAAGGACATGCTGCCTGAACATACACACGCACACCCATGCGCAGATGTGCTGCCTGGACA 
CACACACACACACGGATATGCTGTCTGGACGCACACACGTGCAGATATGGTATCCGGACACA 
CACGTGCACAGATATGCTGCCTGGACACACAGATAATGCTGCCTTGACACACACATGCACGG 
ATATTGCCTGGACACACACACACAGACACGCGTGCACAGATATGCTGTCTGGACACGCACAC 
ACATGCAGATATGCTGCCTGGACACACACTTCCAGACACACGTGCACAGGCGCAGATATGCT 
GCCTGGACACACGCAGATATGCTGTCTAGTCACACACACACGCAGACATGCTGTCCGGACAC 
ACACACGCATGCACAGATATGCTGTCCGGACACACACACGCACGCAGATATGCTGCCTGGAC 
ACACACACAGATAATGCTGCCTCAACACTCAGACACGTGCAGATATTGCCTGGACACACACA 
TGTGCACAGATATGCTGTCTGGACATGCACACACGTGCAGATATGCTGTCCGGATACACACG 
CACGCACACATGCAGATATGCTGCCTGGGCACACACTTCCGGACACACATGGACACACAGGT 
GGAGATATGCTGCCTGGACACACACACAGATAATGCTGCCTCAACACTCACACACGTGCAGA 
TATTGCCTGGACACACACATGTGCACAGATATGCTGTCTGGACATGCACACACGTGCAGATA 
TGCTGTCCGGATACACACGCACGCACACATGCAGATATGCTGCCTGGGCACACACTTCCGGA 
CACACATGCACACACAGGTGCAGATATGCTGCCTGGACACACGCAGACTGACGTGCTTTTGG 
GAGGGTGTGCCGTGAAGCCTGCAGTACGTGTGCCGTGAGGCTCATAGTTGATGAGGGACTTT 
CCCTGCTCCACCGTCACTCCCCCAACTCTGCCCGCCTCTGTCCCCGCCTCAGTCCCCGCCTC 
CATCCCCGCCTCTGTCCCCTGGCCTTGGCGGCTATTTTTGCCACCTGCCTTGGGTGCCCAGG 
AGTCCCCTACTGCTGTGGGCTGGGGTTGGGGGCACAGCAGCCCCAAGCCTGAGAGGCTGGAG 
CCCATGGCTAGTGGCTCATCCCCAGTGCATTCTCCCCCTGACACAGAGAAGGGGCCTTGGTA 
TTTATATTTAAGAAATGAAGATAATATTAATAATGATGGAAGGAAGACTGGGTTGCAGGGAC 
TGTGGTCTCTCCTGGGGCCCGGGACCCGCCTGGTCTTTCAGCCATGCTGATGACCACACCCC 
GTCCAGGCCAGACACCACCCCCCACCCCACTGTCGTGGTGGCCCCAGATCTCTGTAATTTTA 
TGTAGAGTTTGAGCTGAAGCCCCGTATATTTAATTTATTTTGTTAAACACAAAA 
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FXgTJRg 70 

MTPSPLLLLLLPPLLLGAFPPAAAARGPPKMAD^ 

WTKDGRTIHSGWSRFRVLPQGLKVKQVEREDAGVYVCKATNGFGSLSVNYTLWLDDISPGK 
ESI^PDSSSGGQEDPASCXJWARPRFTQPSKMRRRVIARPVGSSVRLKCVASGHPRPDITWMK 
DDQALTRPEJ^PRKKKinXSIJQIIJtPEDSGKyTCRVSNRAGAINATYKVDVIQRTRSKP^ 
TGTHPVNTTVDFGGTTSFQCKVRSDVKPVIQWIJCRVEYGAEGRHNSTIDVGGQKFVVLPTGD 
VWSRPDGSYI^KLLITRARQDDAGMYICLGANTMGYSF 
M TSLPWPWIGIPAGAVFILGTIJiWLCQAQKKPCTPAPAPPLPGHRPPGTARDRSGDKDLPS 
LAALSAGPGVGIX^EEHGSPAAPQHIJiGPGPVAGPKLYPKLYTDIHTHTHTHSHTHSHVEGKV 
HQHIHYQC 
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CCCAGCTGAGGAGCCCTGCTCAAGAC^ 



GTAAGAAGAGTCCJVGCCTGGGAAGAAGAACCCCAGCA!^^ 
TGAOTOSACAACATGCT^ 

TCTACTATGGGGACCGTGTATGTGCCCX^CCCCTGCGGCTAGA 
AGCaCTGGCCAGGTGCTCCATG6TAGTCCCCGXGAGGGTTTCTGGTGC^ 
GAACTGcrCi'AATTACAC _ „ _ _ _ _ _ _ _ _ _ 

G<XCATGGTCTCCCTGdAGCAAGTGCTCAGCTGCCTGTGCT 
TTGGCAGAGATGGTGTCGCTGTGCAGTGAGGCCAGCGAAGAGGGT<^^ 
CTGTGACCTGACCTGO:CAM^ 
ATGGGGCTGTCTCCCTTCCCGGAGGTGCCCCAGC^ 




cttcta^ 

M^CTGTGCMJACTGCT^^ 

ACCAMM3TGGCCAAGGAGTGOV6CTGCX3^^ 

TGCT6ACAATGGGGAGCCCATGCGCTTTGGCCATGTGTACATG 

AGGGCaCTOTCACCCTCCM 

TTTEGTCAACACCACCAAAGTGCTACGTTTCAA^^ 

CCATGCCTGAACTGGAGATTCCATCCAGGAGTTTCTAGAGGC^ 

GCC3^GTGJU:crrCXrrGGATCCCCGGA^ 

TGACGAAGGAGACACTTTCra 

AGCCACTTAATGCTGGCAAAGTGAAGGTCCACCTTGACTC^ 
GTGAAACTCTGGTCACTCAATCC^GACACAGC^CTGTGGGAGGAGG 

GAGGAACAAAAGAGAAGACAGAACCTTCCTGGTGGGCAACCTGGAGATTCGTGAGAGGAGGCT^ 

ATGTTCCTGAAAGCAGGCGGTGCTTTGTTAAGGTGAGGGCCTACCGGAGTGAGAGGTTCTTGCCTAGTGAGCAG 

ATCCAGGGGGTTGTGATCTCCGTGATTAACCTGGAGCCTAGAACTGGCTTCTTGTCCAACCCTAGGGCCTGGGG 

CCGCTTTGACAGTGTC^TCACAGGCCCCAACGGGGCCTGTGT 

CCTACTCTGCCTATGTCTTGGCAAGCCTGGCT 

CCAAATGCAATTGGCGTCCCTCAGCCCTATCTCAACAAGCTCAACTACCGT 

GGTTAAAAAGACAGCTTTCCAGATTAGCATGGCCiAGCCAAGGCCCAACTCAGCTGA 

TCTATGCCTTTGAGAACCTCCGGGCATGTGAAGAGGCACCACCCAGTGCAGCCCACTT 

GAGGGGGATCGATATGACTACAACAC^GTCCCCTTCAACGAAGATGACCCTATGAGCTGGACTGAAGACTATCT 
GGCATGGTGGCCAAAGCCGATGGAATTCAGGGCCTGCTATATCAAGGTGAAGATTGTGGGGCCACT 
ATGTGCGATCCCC^AACATGGGGGGCACTCATCGGC 
AGCACTCGGGACAGGGACCAGCCCAATGTCTCAGCTGCCrGT 

TCAGGACCX7TGTGGACCGCACCCTGGTGAAGGTCATCCCCCAGGGCAGCTGCCGTCGA 
TGCTGCATGAGTACCTGGTCAACCACTTGCCACOT 

CCCTTGGACCCACTGGGCCACAACTATGGCATCTACACTGTCACTGACCAGGACCCTCGCACGGCC 

cgcgctcggccggtgctttgatggcacatccgatggctcct 

tcaccttcaactgtGtagagaggcaagtaggccgccagagtgccttccagtacctccaaagcaccccagcccag 
tcccxttgcrgcaggcacrrgtccaaggaagagtgccxrrcgaggaggcagcagcgagcgagcaggg^ 

CCAGGGTGGAGTGGTGGCCTCTCTGAGATTTCCTAGAGTC 

ACircACcxrrcrrrcTGCCCTC^TiTCMCT 

TTAAGCACTTCTGTTTTCGTGAATTTGCTTGTTTGTTO 
TTGGCACGTGGCCCCCACAATGGCAOUVTAAAGCCCCTTTGTGAAACT 
GGCXACTGGTAAAACTCTGCAGCTTC^CTGTACTTCATTTAATGCC^ 
TTTGC^TGGTTTTGCCCACCTCTGCAATAGTGATAATCTGATGCTG 

TTCTTGGCCTTGCTCCACAGGACATAGGCAAGCCTTGATCATAGTTCATACATATAAATGGT 

AAATAAAACACAATACTTTTACTTGAAATGTAAATAACTTAT^ 

ACATTCAAAGTTAAGCTATTAAATATAGGGTGATC^TAGTTC^ 

AXCCACAATTACACCAGGTTGCTAACTGTATTTGTACATTTCCCTTTGCATTCGCTTTTGTTCTTGCTAGAAAC 
CCAGTGTAGCCCAGGGCAGATGTCAATAAATGCATACTCTGTATTTCGAAAAAA 
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mvgtkawvfsflvlevtsvlgrqtmltqsvrrvqpgjcknpsifmtfa 
dypggkgdyerldairfyygdrvcarplrlearttdwtpagstgqvvhgspregevjclnreq 
rpgqncsnytvrfu:ppgslrrdteriwspwspwskcsaacgqtgvqtrtrici^emvslcs 
easeegqhcmgqwh'acdltcpmgqvnadcdacmcqdfmi^gjvvslpggapasgaaiyij.tk 
tpklltqtdsdgre^ipglcpdgksilkitkvkfapivltnpktslkaatikaefvraetpy 
mvmnpetkarragqsvslcckatgkprpdkyfwyhn^ 
m eyfckaqsdagavk^kvaqlivtasdetpcnpvpesylirlphdcf^jatnsfyydvgrcpv 
ktcagqqdngircreavqncegiskteereiqcsgytlplkvakecscqrctetrsivrgrv 
saadngepmrfghvymgnsrvsmtgykgtftlhvpqdter1.vltf 
kkgsavfheikmlrrkepitleametniiplgewgedpmaealeipsrsfyrqngepyigkv 
kasvtfldprnistataaqtdlkfindegdtfplrtygmfsvde'rdevtseplnagkvkvhl 
dstqvkmpehistvklwslnpdtglweeegdfkfenqrrnkredrtflvgnleirerrlfnl 
dvpesrrcfvkvrayrserflpseqiqgwisvinleprtgflsnprawgrfdsvitgpnga 
cvpafcddqspdaysayvlaslageelqavesspkfnpnaigvpqpylnklnyrrtdhedpr 

VKKTAFQISMAKPRPNSAEESNGPIYAFENLRACEEAPPSAAHFRFYQIEGDRYDYNTVPFN 
EDDPMSWTEDYLAWWPKPMEFRACYIKVKIVGPLEVNVRSRNMGGTHRRTVGKLYGIRDVRS 
TRDRDQPNVSAACLEFKCSGMLYDQDRVDRTLVKVI PQGSCRRAS VNPMLHEYLVNHLPLAV 
NNDTSEYTMLAPLDPLGHNYGIYTVTDQDPRTAKEIALGRCFDGTSDGSSRIMKSNVGVALT 
FNCVERQVGRQSAFQYLQSTPAQSPAAGTVQGRVPSRRQQRASRGGQRQGGVVASLRFPRVA 
QQPLIN 
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gIGqRg 73 



CTCCAAGTTGTTAACGCXrrAA^^ 

AATATCTTAACTCTTCATATTTGGTTTTGGGAT 

ACCTACCTACCeGTACGCATACAIA^ 

AAfiCTC TGCTTTAGTTTCCAAgAAGACT 

CXXnTGGGTTAGGGTGTCCTC3U3T^ 

CAGATTTACACGGAAGAAGGGAAAGTTTt^^ 

TCTGAAAGTGAAACTCGATCCTCCGGATATTACCTCT 

CCTACATGTGCAATAATGAGTGTGATGGGAGTACCCCTG 

GAAGGAAGACATCGCTCCACATTTTGGCAGTCT 

CaCTGTGTCTTGGAGCAAAACCATTGAGCT 

AA MGMOC TGGaGAAGTCTCT 

GATGCTTTTOtf^GGATCX^AAATCCCT 

AGAGTACTCAACA6GGTATAC3^ aU^ 

ACAGTCACAGACCTGAGGATAAGGCTGTTAAGACX^ 

ACGCTACTTTTACCCGATCTCAGACAIAAAG 

TGTATGACAAGAGCAAATTCACATGCGAATGTGAG^ 

AATTATCAGGGCCGACCTTGGAGT(XAGGCTCCT 

CAGtATTTCCAGTATTGGTACGAATGTCTGCGA 

ACSUVCGTGCGCTGCCTGTGCCCGGCC^ 

AGCEGCGGCTCCGACTCTG^^ 

GGGAACCGCCAGCC CTCT GCTCT 

CTAAGAAGG<XTAACTGAACTAAGCCATATCT 

TGACTCCAGAGGAGTTGGCAGCTGTTGATATTATCACTGC^ 

1TGGAAAGGCTGCGACAGCCCCCCAAACAGGA 

TACTCTAGCGTGGTGCGCCCTAGTACGACTCCGCCCAGTGTGTGGACCAACCAAATAGCATTCTTTGCTGTCAG 

GTGCATTGTGGGCATAAGGAAATCTGTTACAAGCTGC^ 

CTGTGCTTTAGTGAACGTTGCTCTGTAACCCTCGTTGGTTC 

TGTGTAACAGCCCCCTCTAAAAGCGCAAGCCAGT(^TACCCCT 

GCACACACCCACTATACAAGAGTGGCTATAGGAAAAA 

ATTTTTCTTGAACTACTGTAATATGTAGACT 

GTATCTAATTCGAATCAGCAAAGACTGACATTTT^ 

GATTTCTCTGTAAGGGCAACGAACGTGCTGGCATaU^GA 

CTCCAOCAAAGGAGATTCTAAATGTTTTCTTC 

TAAACGATTTCAGGAATTTGTATTGCAATTTCITAAGATGAAAGG 

TTACTGATTTCTGTGTGGACTGAGTACATTCAGCTGACGAATTTAGTTCCCAGGAA^^ 

AGCTTGGACAACTTCTGCAAAATATGAGACTATTTCCACTC 

AAAAAAA 
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FIOTRB 74 

MYI^RSLSIHALWVTVSSVMQPYPLVWGHYDI/TKTQIYTEEGKVWDYMACQPESTDMTKYLK 
VKLDPPDITCGDPPETFCAMGNPYMCNNECDASTPELAHPPELMFDFEGRHPSTFWQSATWK 
EYPKPLQVHiyLSWSKTiELTDNIVITFBSGRPDQMILEKSLDYGRTWQPYQYYATDCLDAF 
HMDPKSVKDLSQHTVLEIICTEEYSTGYTTNSKIIHFEIKDRFALFAGPRLRNMASLYGQLD 
TTKiaLRDFFTVTDLRIRMJlPAVGEIFVD^^ 

SKLTCECEHNTTGPDCGKCKKNYQGRPWSPGSYLPIPKGTANTCIPSISSIGTNVCDNELLH 
M CQNGGTCHNNVRCLCPAAYTGILCEKIJtCEEAGSCGSOSGOGAPPHGTPAIlJjLTTIJ^TAS 
PLVF 
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EK3HBB 75 

CCCACGCGTCCGGGTGACCTGGGCCGAGCCCTCCCGGTCGGCTAAGATTGCTGAGGAGGCGG 
CGGGTAGCTGGCAGGCGCCGACTTCCGAAGGCCGCCGTCCGGGCGAGGTGTCCTCATGACTT 
CTCTTGTGGACCftS^CCGTGOTCTPTTTTGCCTGCGTGGTACGGGTAAGGGATGGACTGGC 
CCTCTCAGCCTCTACTGATTTTTACCACACCCAAGA^ 

AGAGTTTAGCCTTGCGACTGGCCCACTATCCAGGTCGAGGTTCTGCAGAAGGTTGTGACTTT 
AGTATACATTTTTCTTCTTTCGGGGACGTGGCCTGCATG 
t AGCAGCCATGGCCTTCTGCTTCCTGGAGACCCTGTGGTGGGAATTCACAGCTTCCTATGACA 
CTACCTGCATTGGCCTAGCCTCCAGGCCATACGCTTTTCTTGAGTTT 
AAAGTGAAGTGGCATTTTAACTATGTAAGTTCCTCTCAGATGGAGTG 
TCAGGAGGAGCTCAAGTTGCAGCCTCCAGCGGTTCTCACTCTGGAGGACACAGATGTGGCAA 
ATGGGGTGATGAATGGTCACACACCGATGCACTTGGAGCCTGCTCCTAATTTCCGAATGGAA 
CCAGTGACAGCCCTGGGTATCCTCTCCCTCATTCTCAACATCATGTGTGCTGCCCTGAATCT 
CATTCGAGGAGTTCACCTTGCAGAACATTCTTTACAGGATCCAAGGAGCTGGTTCTGCTGGT 

tggaccaaacctcgs^gccagccacccctgacccaaatgaGgagagctctgattctcccat 

CCGGGAGCAGTGATGTCAAACTTCTGCTGCTGGGGAAATCTCATCAGCAGGGAGCCTGTGGA 

aaagggcatgtcagtgaaatctgggaatggctggattcggaaacatctgcccatgtgtattg 
atggcagagctgttgcccacaagcgccttttatttagggtaaaattaacaaatccattctat 
tcctctgacccatgcttagtacatatgacctttaacccttacatttatatgattctggggtt 
gcttcagaagtgttatttcatgaatcattcatatgatttgatcccccaggattctattttgt 
ttaatgggcttttctactaaaagcataaaatactgaggctgatttagtcagggcaaaaccat 

TTACTTTACATATTCGTTTTCAATACTTGCTGTTCATGTTACACAAGCTTCTTACGGTTTTC 
TTGTAACAATAAATATTTTGAGTAAATAATGGGTACATTTTAACAAACTCAGTAGTACAACC 
TAAACTTGTATAAAAGTGTGTAAAAATGTATAGCCATTTATATCCTATGTATAAATTAAATG 
AGGTGGCTTCAGAAATGGCAGAATAAATCTAAAGTGTTTATTAAAAAAAAAAAAAAAAAAAA 
AAAAG 
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EK31BB 76 

MSVIFJACVVRVRDGLPLSASTDFYHTQDFL^^ 

SSFGDVACMMCSCQCPAAMArcFLETLWWEFTASYDTTCIGIASRPYAFLEFDSIIQKVKW 
HFNYVSSSQMECSLEKIQEEIJaLQPPAVLTLEDTDYANGVMNGHTPMHLEPAPNET^PVTA 
LGILSLILNIMCAALNLIRGVHLAEHSLQDPRSWFCWLDQTS 



/ 
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ElgHBE 77 

TGCTTCCTGGAGACCGTGTGGTGGGAATTCAC^GCTTCNTATGAGACTACCTGCATTGGCNT 
AGCCTCCAGGCCATACGCTTTTCTTGAGTTTGACAGCATCATTCAGAAAGTGAAGTGGCATT 
TTAACTATGTAAGTTCCTNTCAGATGGAGTGCAGCTTGGAAAAAATTCAGGAGGAGCTCAAG 
TTGCAGCCTCCAGCGGTTCTCANTATGGAGGACACAGATGTGGCAAATGGGGT 
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FIGURE 78 

CTCAGCGGCGCTTCCTCGTAGCGAGCCTAGTGGCGGGTGTTTGCATTGAAACGTGAGCGCGA 

CCCGACCTTAAAGAGTGGGGAGCAAAGGGAGGACAGAGCCCTTTAAAACGAGGCGGGTGGTG 

CCTGCCCCTTTAAGGGCGGXK^GTCCGGACGACTGTATCTGAGCCCCAGACTG^ 

TCFGTCGCAGGCTGCGAGGAAAGGCCCCTAGGCTGGGTCTGGGTGCTTGGCGGC^ 

CCTCX^CX^GCTCGTCCTCCCCGGG^CCAGAGGCACCTCGGCTTCAGTCATGCTGAGCAGAGTA 

SSGAAGCACCTGACTACGAAGTGCTATCCGTGCGAGAAGAGCTATTCCACGAGAGGATCCGC 

GAGTGTATTATATCAACACTTCTGTTTGCAACACTGTACATCCTCT^^ 

CCGCTTC^GAAGCCTGCTGAGTTCACCACAGTGGATGATGAAGATGCCACCGTCAACAAGA 

TTGCGCTCGAGCTGTGCACCTTTACCCTGGCAATTGCCCTGGGTGCTGTCCTGCTCCTGCCC 

TTCTCCATCATCAGCAATGAGGTGCTGCTCTCCCTGCCTCGGAACTACTACATCCAGTGGCT 

CAACGGCTCCCTCATCCATGGCCTCTGGAACCTTGTTTTTCTCTTCCC^^ 

TCTTCCTCATGCCCTTTGCATATTTCTTCACTGAGTCTGAGGGC^ 

GGTGTCCTGGGCCGGGTCTATGAGACAGTGGTGATGTTGATGCTCCTCACTCTGCTGGTGCT 
AGGTATGGTGTGGGTGGCATCAGCCATTGTGGACAAGAACAAGGCCAACAGAGAGTCACTCT 
ATGACTTTTGGGAGTACTATCTCCCCTACCTCTACTCATGCATCTCGTTCCTTGGGGTTCTG 
CTGCTCCTGGTGTGTACTCCACTGGGTCTCGCCCGCATGTTCTCCGTCACTGGGAAGCTGCT 
AGTCAAGCCCCGGCTGCTGGAAGACCTGGAGGAGCAGCTGTACTGCTCAGCCTTTGAGGAGG 
CAGCCCTGACCCGCAGGATCTGTAATCCTACTTCCTGCTGGCTGCCTTTAGACATGGAGCTG 
CTACACAGACAGGTCCTGGCTCTGCAGACACAGAGGGTCCTGCTGGAGAAGAGGCGGAAGGC 
TTCAGCCTGGCAACGGAACCTGGGCTACCCCCTGGCTATGCTGTGCTTGCTGGTGCTGACGG 
GCCTGTCTGTGCTCATTGTGGCCATCCACATCCTGGAGCTGCTCATCGATGAGGCTGCCATG 
CCCCGAGGCATGCAGGGTACCTCCTTAGGCCAGGTCTCCTTCTCCAAGCTGGGCTCCTTTGG 
TGCCGTCATTCAGGTTGTACTCATCTTTTACCTAATGGTGTCCTCAGTTGTGGGCTTCTATA 
GCTCTCCACTCTTCCGGAGCCTGCGGCCCAGATGGCACGACACTGCCATGACGCAGATAATT 
GGGAACTGTGTCTGTCTCCTGGTCCTAAGCTCAGCACTTCGTGTCTTCTCTCGAACCCTGGG 
GCTCACTCGCTTTGACCTGCTGGGTGACTTTGGACGCTTCAACTGGCTGGGCAATTTCTACA 
TTGTGTTCCTCTACAACGCAGCCTTTGCAGGCCTCACCACACTCTGTCTGGTGAAGACCTTC 
ACTGCAGCTGTGCGGGCAGAGCTGATCCGGGCCTTTGGGCTGGACAGACTGCCGCTGCCCGT 
CTCCGGTTTCCCCCAGGCATCTAGGAAGACCCAGCACCAGSSACCTCCAGCTGGGGGTGGGA 
AGGAAAAAACTGGACACTGCCATCTGCTGCCTAGGCCTGGAGGGAAGCCCAAGGCTACTTGG 
ACCTCAGGACCTGGAATCTGAGAGGGTGGGTGGCAGAGGGGAGCAGAGCCATCTGCACTATT 
GCATAATCTGAGCCAGAGTTTGGGACCAGGACCTCCTGCTTTTCCATACTTAACTGTGGCCT 
CAGCATGGGGTAGGGCTGGGTGACTGGGTCTAGCCCCTGATCCCAAATCTGTTTACACATCA 
ATCTGCCTCACTGCTGTTCTGGGCCATCCCCATAGCCATGTTTACATGATTTGATGTGCAAT 
AGGGTGGGGTAGGGGCAGGGAAAGGACTGGGCCAGGGCAGGCTCGGGAGATAGATTGTCTCC 
CTTGCCTCTGGCCCAGCAGAGCCTAAGCACTGTGCTATCCTGGAGGGGCTTTGGACCACCTG 
AAAGACCAAGGGGATAGGGAGGAGGAGGCTTCAGCCATCAGCAATAAAGTTGATCCCAGGGA 
AAAAAA 
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FIGURE 79 

MEAPDYEVLSVREQLFHERIRECI I STLLFATLYILCH I FLTRFKKPAEFTTVDDEDATVNK 
IALEIXITFTIAIALGAVIJ.LPFSIISNEVLLSLPRNYYIQWLNGSLIHGLWNLVFLFPNLSL 
I FLMPFAYFFTESEGFAGSWCGVLGRVYETVVMLMI^ 

YDFTOYYLPYLYSCISFLGVLIJjLVCTPLGIJyUlFSVTGKLLVKPRLLEDLEEQLYCSAFEE 
AALTRRICNPTSCWLPLDMFJ^HRQVLALOTQRVI^ 

GLSVLIVAIHILEIAIDE^^PRGM(^TSIXK2VSFSKI^SFGAVIQVVLIFYIJ^SSWGFY 
% SSPLFRSLRPRWHDTAMTQIIGNCVCIJiVItSSALPVFSRTI^ 

I VFLYN AAFAGLTTLCL VKT FT AAVRAEL I RAFGL DRL PL PVS G FPQAS RKTQHQ 
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FIGURE 80 

GGCTGCCGAGGGAAGGCCCCTTGGGTTGGTCTTGGTTGCTTGGCGGCGGCGGNTTCNTCCCC 
GCTCGTCCTCCCCGGGCCCAGAGGCACCTCGGCTTCAGTCATGCTGAGCAGAGTATGGAAGC 
ACCTGACTAeGAAGTGCTATCCGTGCGAGAACAGCTATTCCACGAGAGGATCCGCGAGTGTA 
TTATATCAACACTTCTGTTTGCAACACTGTACATCCTCTGCCACATCTTCCTGACCCGCTTC 
AAGAAGCCTGCTGAGTTCACCACAGTGGATGATGAAGATGCCACGG 
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81/330 



GACCGACCTTAAAGAGTGGGAGCAAAGGGAG6ACAGAGCCTTTTAAAACGAGGC6GT66TGC 
CTGCCCTTTAAGGGCGGGGCGTCCGGACGACTGTATCTGAGCCCCAGACTGCCCCGAGTTTC 
TGTCGCAGGCTGCGAGGAAAGGCCCCTAGGCTGGGTCTGGTGCTTGGCGGCGGGGGCTTCCT 
CCCCGTTGTCNTCCCCGGGCCCAGAGGCACCTCGGCTTCAGTCATGCTGAGCAGAGTATGGA 
AGCACCTGACTACGAAGTGCTATCCGTGCGAGAACAGCTATTCCACGAGAGGATCCGCGAGT 
GTATTATATCAACACTTCTGTTTGCAACACTGTACATCNTCTGCCACATCTTCCTGACCCGC 
TTCAAGAAGCCTGCTGAGTTCACCACAGT 

GCTCGAGCTGTGCACCTTTACCCTGGCAATTGCCCTGGGTGCTGTCCTGCTCCTGCCCTTCT 
CCATCATCAGCAATGAGGTGCTGCACTCCC 
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82/330 
FIGURE 82 

GATGTGCTCCTTGGAGCTGGTGTGCAGTGTCCTGACTG^ 

GGAATTGAGGAAACTTCTCTTTTGATCTCAGCCCTTGGTGGTCCAGGTCTTCASSCTGCTGT 
GGGTGATATTACTGGTCCTGGCTCCTGTCAGTGGACAGTTTGCAAGGACACCCAGGCCCATT 
ATTTTCCTCCAGCCTCCATGGACGACAGTCTTCCAAGGAGAGAGAGTGACCCTCACTTGGAA 
GGGATTTCGCTTCTACTCACCACAGAAAACAAAATGGTACCATCGGTACCTTGGGAAAGAAA 
TACTAAGAGAAACCCCAGACAATATCCTTGAGGTTCAGGAATCTGGAGAGTACAGATGCCAG 
GCCCAGGGCTCCCCTCTCAGTAGCCCTGTGCACTTGGATTTTTC^CAGAGATGGGATTTCC 
TCATGCTGCCCAGGCTAATGTTGAACTCCTGGGCTCAAGTGATCTGCTCACCTAGGCCTCTC 
AAAGCGCTGGGATTACAGCTTCGCTGATCCTGCAAGCTCCACTTTCTGTGTTTGAAGGAGAC 
TCTGTGGTTCTGAGGTGCCGGGCAAAGGCGGAAGTAACACTGAATAATACTATTTACAAGAA 
TGATAATGTCCTGGCATTCCTTAATAAAAGAACTGACTTCCAAAAAAAAAAAAAAAAAAAAA 
AAA 



WO 00/73454 PCT/USOO/08439 

83/330 

ElfiHEB 83 

MU,WVIIJ.VLAPVSGQFARTPRPIIFI£PPWTTV^ 

GKEILRETPDNILEVQESGEYRCQAQGSPLSSPVHLDFSSEMGFPHAAQRNVELLGSSDLLT 
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84/330 

ElfiBBB 84 

CA6AAGAGGGGGCTAGCTAGCTGTCTCTGCGGACCAGGGAGACCCCCGCGCCCCCCCGGTGT 
GAGGCGGCCTCACAGGGCCGGGTGGGCTGGCGAGCCGACGCGGCGGCGGAGGAGGCTGTGAG 
GAGTGTGTGGAACAGGACCCGGGA(^GAGGAA(XAS^CTCCGCAGAACCTGAGCACCTTTT 
GCGTGTTGCTGCTATACCTCATCGGGGCGGTGATTGCCGGACGAGATTTCTATAAGATCTTG 
GGGGTGCCTCGAAGTGCCTCTATAAAGGATATTAAAAAGGCCrrATAGGAAACTAGCCCTGCA 
GCTTCATCCCGACCGGAACCCTGATGATCCACAAGCCCAGGAGAAATTCCAGGATCTGGGTG 
„ CTGCTTATGAGGTTCTGTCAGATAGTGAGAAACGGAAACAGTACGATACTTATGGTGAAGAA 
GGATTAAAAGATGGTCATCAGAGCTCCCATGGAGAC^TTTTTTCACAC^ 
TGGTTTCATGTTTGGAGGAACCCCTCGTCAGC^GACAGAAATATTGCAAGAGG 
TTATTGTAGATCTAGAAGTCACTTTGGAAGAAGTATATGCAGGAAATTTTGTGGAAGTAGTT 
AGAAACAAACCTGTGGCy^GGCAGGCTCCTGGCAAACGGAAGTGCAATTG^ 
GCGGACCACCCAGCTGGGCCCTGGGCGCTTCCAAATGACCCAGGAGGTGGTCTGCGACGAAT 
GCCCTAATGTCAAACTAGTGAATGAAGAACGAACGCTGGAAGTAGAAATAGAGCCTGGGGTG 
AGAGACGGCATGGAGTACCCCTTTATTGGAGAAGGTGAGCCTCACGTGGATGGGGAGCCTGG 
AGATTTACGGTTCCGAATCAAAGTTGTCAAGCACCCAATATTTGAAAGGAGAGGAGATGATT 
TGTACACAAATGTGACAATCTCATTAGTTGAGTCACTGGTTGGCTTTGAGATGGATATTACT 
CACTTGGATGGTCACAAGGTACATATTTCCCGGGATAAGATCACCAGGCCAGGAGCGAAGCT 
ATGGAAGAAAGGGGAAGGGCTCCCCAACTTTGACAACAACAATATCAAGGGCTCTTTGATAA 
TCACTTTTGATGTGGATTTTCCAAAAGAACAGTTAACAGAGGAAGCGAGAGAAGGTATCAAA 
CAGCTACTGAAACAAGGGTCAGTGCAGAAGGTATACAATGGACTGCAAGGATATTGAGAGTG 
AATAAAATTGGACTTTGTTTAAAATAAGTGAATAAGCGATATTTATTATCTGCAAGGTTTTT 
TTGTGTGTGTTTTTGTTTTTATTTTCAATATGCAAGTTAGGCTTAATTTTTTTATCTAATGA 
TCATCATGAAATGAATAAGAGGGCTTAAGAATTTGTCCATTTGCATTCGGAAAAGAATGACC 
AGCAAAAGGTTTACTAATACCTCTCCCTTTGGGGATTTAATGTCTGGTGCTGCCGCCTGAGT 
TTCAAGAATTAAAGCTGCAAGAGGACTCCAGGAGCAAAAGAAACACAATATAGAGGGTTGGA 
GTTGTTAGCAATTTCATTCAAAATGCCAACTGGAGAAGTCTGTTTTTAAATACATTTTGTTG 
TTATTTTTA 
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85/330 
FIGURE 85 

MAPQNLSTFCIJilXYLIGAVIAGRDFYKILGVPRSASIKDIKKAYRK^ 

AQEKEX1DLGAAYEVLSDSEKRKQYDTY6EEGUCDGHQSSHGDIFSHPFGDPGEM 

DRNIPIU3SDIIVDLEVTLEEVYAGNFVEVVRNKPVARQAPGKRKCNC 

MTQEWCDECPNVKLWEERTLEVEIEPGVRDOffiyPFIGEGEPHVTC 

PIFERRGDDLYTNVTISLVESLVGFEMDITHLIX3HKVHISRDKITRPGAKL 

NNNIKGSLI ITFDVDFPKEQLTEEAREGI KQLLKQGS VQKVYNGLQGY 

important features: 
Signal peptide: 

amino acids 1-22 

Cell attachment sequence. 

amino acids 254-257 

Nt-dnaJ domain signature, 
amino acids 67-87 

Homologous region to Nt-dnaJ domain proteins, 
amino acids 26-58 

H-glycosylation site. 

amino acids 5-9, 261-265 

Tyrosine kinase phosphorylation site. 

amino acids 253-260 

N-myristoylation site. 

amino acids 18-24, 31-37, 93-99, 215-221 

Amidation site. 

amino acids 164-168 
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86/330 
FIGURE 86 

TGGGACCAGGGAACCCCGGGCCCCCCGGTGGAGNGCCTAACAGGCCGGTGGNTGCGACCGAA 
GCGGCGGGCGGAGGAGGTTTTGAGGATTTTTGGAACAGGACCCGGACAGAGGAACCATGGTT 
CCGCAGAACNTGAGCACNTTTTGCCTGTTGNTGNTATACW 
• ACGAGATTTNTATAAGATTTTGGGGTGCCTNGAAGTGCCTTNTATAAAGGATATTAZU^AAGG 
CCTATAGGAMCITAGCCCTGCAGNTTTATCCCGaCCGGAAGCCTGATGATCCAGAAGCGCAG 
GAGAAATTCCAGGATTTGGGTGCTGCTTATGAGGTTNTGTCAGATAGTGAGAAACGGAAACA 
A GTACGATAATTATGGTGAAGAAGGATTAAAAGATGGTNATCAGAGCTCCCATGGAGACATTT 
TTTCACACTTNTTTGGGGATTTTGGTTTCATGTTTGGA^ 
AATATTCCAAGAG 
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87/330 
FIGURE 87 

G6CACGA6GCGGCGGGGCA6TCGC6GGATGCG<XCGGGAGCCACAGCCTGAGGCCCFCA66T 
CTCTGCAGGTGTCGTGGAGGAACCTAGCACCTGCCATCCTCTT^ 

GCAGCTTTAGC(XATGAGGAGGATGTGACCGGGACTGAGTCAGGAGCCCTCTGGAAGCATGG 
AGACTGTGGTGATTGTTGCCATAGGTGTGCTGGCCAGCATCTTTCTGG 
TTGGTGCTGGTTTGCAGGCAGCGCTACTGCGGGCCGGGAGACCTGCTGCAGCGCTATGATTC 
TAAGCCCATTGTGGACCTCATTGGTGCCATGGAGACCCAGTCTGAGCCCTCTGAGTTAGAAC 
, TGGACGATGTCGTTATCACCAACCCCCACATTGAGGCCATTCTGGAGAATGAAGACTGGATC 
GAAGATGCCTCGGGTCTCATGTCCCACT^ 
AGAGAAGCTTGTTGCCATGACAATGGte^ 

GCGACATCATTGTGGTGGCCAAGCGGATCAGCCCCAGGGTGGATGATGTTGTG 

TACCCTCCGTTGGACCCCAAACTCCTGGACGCACGGACGACTGCCCTGCTCCTGTCTGTCAG 

TC^CCTGGTGCTGGTGACAAGGJ^^ 

AGTCTCTGTCGGCTGCTGAGGAGCATTTGGAAGTCCTTCGAGAAGC^GCCCTAGCTTCTGAG 
CCAGATA/^GGCCTCCC^GGCCCTGAAGGCTTCCTGCAGGAGCAGTCTGCAATTraGTGCCT 
ACAGGCCAGCAGCTAGCCATGAAGGCCCCTGCCGCCATCCCTGGATGGCTCAGCTTAGCCTT 
CTACTTTTTCCTATAGAGTTAGTTGTTCTCCACGGCTGGAGAGTTCAGCTGTGTGTGCATAG 
TAAAGCAGGAGATCCCCGTCAGTTTATGCCTCTTTTGCAGTTGCAAACTGTGGCTGGTGAGT 
GGCAGTCTAATACTACAGTTAGGGGAGATGCCATTCACTCTCTGCAAGAGGAGTATTGAAAA 
CTGGTGGACTGTCAGCTTTATTTAG^ 

AAGAAATCAAGAGGTTTCACATTATVAATTAGAATTTCTGGCCTCTCTCG^ 

TGTGGCAATTCTGATCTGCATTTTCAGAAGAGGACAATCAATTGAAACTAAGTAGGGGTTTC 

TTCTTTTGGCAAGACTTGTACTCTCTCACCTGGCCTGTTTCATTTATTTGTATTATCTGCCT 

GGTCCCTGAGGCGTCTGGGTCTCTCCTCTCCCTTGCAGGTTTGGGTTTGAAGCTGAGGAACT 

ACAAAGTTGATGATTTCTTTTTTATCTTTATGCCTGCAATTTTACCTAGCTACCACTAGGTG 

GATAGTAAATTTATACTTATGTTTCCCTCAAAAAAAAAA7y^AAA 
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88/330 

METVVIVAIGVLATIFLASFAALVLVCRQRYCRPRDLLQRYDSKPIVDLIGAMETQSEPSEL 
ELDDWITNPHIEAILENEDWIEDASGLMSHCIAILKICHTLTEKLVAMTMGSGAKMKTSAS 
VSDIIVVRKRISPRVDDVVKSMYPPLDPKIJ1DARTTALLLSVSHLVI1VTRNACHLTGGLDWI 
IXJSLSAAEEKLEVLREAAIASEPDKGLPGPEGFLQEQSAI 
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89/330 

EK 2H BB 89 

GCTTCATTTCTCCCGACT(^GCTTCCGACCGTGGGCTTTCCGAGGTGCTTTCGCCGGTGTCC 
CCACCACTGCAGCCM^TCTCCTTAACGGACACGCAGAAAATTGGAATGGGATTAACAGGA 
TTTGGAGTGTTTTTCCTGTTCTTTGG^ 

TGGAAATGTTTTATTTGTAGCCGGCTTGGCTTTTGTAATTGGTTTAGA2UVGAAGATTCAGAT 
TCTTCTTCCAAAAACATAAAATGAAAGCTACAGGTTTTTTTCTGGGTGGTGTATTTGTAGTC 
CTTATTGGTTGGCCTJTTGATAGGC^TGATCTTCGAAATTTATGGATTTTTTCTCTTGTTCAG 
M GGGCTTCT^TCCTGTCGTTGTTGGCTTTATTAGAAGAGT^ 
TTACCTGGAATTAGATCATTTGTAGATAAAGTTGGAGAAAG 

AGTGAATTTGAAGACTCATTTAAAATATTGTGTTATTTATAAAGTCATTTGAAGAATATTCA 

GCACAAAATTAAATTACATGAAATAGCTTGTAATGTTCTTTAGAGGAGTTTAAAACGTATAG 

CCTACAAAGTACCAGCAGCAAATTAGCRAAGAAGCAGTGAAAACAGGC 

ACTAAGAAGAAGTCAGCAAGCAAACTGAGAGAGGTGAAATCCATGTTAATGATGCTTAAGAA 

ACTCTTGAAGGCTATTTGTGTTGTTTTTCCACAATGTGCGAAACTCAGCCATCCTTAGAGAA 

CTGTGGTGCCTGTTTCTTTTCTTTTTATTTTGAAGGCtCAGGAGCATCCATAGGCATTTGCT 

TTTTAGAAGTGTCCACTGCAATGGCAAAAATATTTCCAGTTGCACTGTATCTCTGGAAGTGA 

TGCATGAATTCGATTGGATTGTGTCATTTTAAAGTATTAAAACCAAGGAAACCCCAATTTTG 

ATGTATGGATTACTTTTTTTTGNGCNCAGGGCC 
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90/330 

FIGURE 90 

MISLTDTQKIGMGLTGFGVFFLFFGMILFFDKALLM^ 

HKMKATGFFIiGGVFVVLIGWPLIGMIFEIYGPFIiLFRGFFPVWG 

RSFVDKVGESNNMV 




, amino acids 12-30 (typell), 33-52, 69-89 and 93-109 

N-ayristoylatlon sites. 

amino acids 11-16, 51-56 and 116-121 

Aminoacyl-transfor BNA synthetases olaas-II protein. 

amino acids 49-59 
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91/330 




GAAGACGTGGCGGCTCTCGCCTGGGCTGTTTCCCGGCTTCATTTCTCCCGACTCAGCTTCCC 

ACCNTGGGCTTTCCGAGGTGCTTTCGCCGCTGTCCCCACCACTGCAGCCATGATCTCCT 

CGGACACGCAGAAAATTGGAATGGGATTAACCGGATTTGGAGTGTTrTTCCTGTTCTTTGGA 

ATGATTCTCTTTTTTGACAAAGCACTACTGGCTATTGGAAATGTTTTATTTGTAGCCGGCTT 

GGCTTTTGTAATTGGTTTAGAAAGAACATTCAGATTCTTCTTCCAAA^ 

CTACAGGTTTTTTTCTGGGTGGTGTATTTGTAGTCCTTATTGGTTGGCCTTTGATAGGCATG 

ATCTTCGAAATTTATGGATTTTTTCTCTTGTTC 
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92/330 

GGCACGAGGCTGAACCCAGCCGGCTCCATCTCAG^ 

GGCTGCCAGGAAGGAGACGCCTTCCTGAGTCCTGGATCTTTCT^ 

CTGTGGGTAGTTATTTATTTCTG^ 

TGAAGTCTCAGTTCCTGTGCCACCTGGTCTTCTGCT^ 

ATCAACACCATTCAGCTCTTCAC^^ 

GATC^ACTGCAGACTGTCCTATTGCATCTCAAGCCAGCTGGTGATGCTGCTGGAGTGGTGGT 
, CGGGCAeGGAATGCACCATCTTCACGGACCCGCGCGCCTACCTCAAGTATGGGJ^ 
GCCATCXrFGGTTCTaACCACAAGTTTG 

ACGCTTTGGGCTGTTAGGGGGCTCCAAGGTCCTGGCCAAGAAAGAGCTGGCCTATGTCCCAA 
TTATCGGCTGGATGTGGTACTTCACCGAGATGGTCTTCTGTTCGCGCAAGTGGGAGCAGGAT 
CGCAAGACGGTTGCCACCAGTTTGCAGCACCTCCGGGACTACCCCGAGAAGTATTTTTTCCT 
GATTC^CTGTGAGGGCACACGGTTCACGGAGAAGAAGCATGAGATCAGCATGCAGGTGGCCC 
GGGCCAAGGGGCTGCCTCGCCTCAAGCATCACCTGTTGCCACGAACCAAGGGCTTGGCCATC 
ACCGTGAGGAGCTTGAGAAATGTAGTTTCAGCTGTATATGACTGTACACTCAATTTCAGAAA 
TAATGAAAATCCAACACTGCTGGGAGTCCTAAACGGAAAGAAATACCATGCAGATTTGTATG 
TTAGGAGGATCCCACTGGAAGACATCCCTGAAGACGATGACGAGTGCTCGGCCTGGCTGCAC 
AAGCTCTACCAGGAGAAGGATGCCTTTCAGGAGGAGTACTACAGGACGGGCACCTTCCCAGA 
GACGCCCATGGTGCCCCCCCGGCGGCCCTGGACCCTCGTGAACTGGCTGTTTTGGGCCTCGC 
TGGTGCTCTACCCTTTCTTCCAGTTCCTGGTCAGCATGATCAGGAGCGGGTCTTCCCTGACG 
CTGGCCAGCTTCATCCTCGTCTTCTTTGTGGCCTCCGTGGGAGTTCGATGGATGATTGGTGT 
GACGGAAATTGACAAGGGCTCTGCCTACGGCAACTCTGACAGCAAGCAGAAACTGAATGAC2 
^CTCAGGGAGGTGTCACCATCCGAAGGGAACCTTGGGGAACTGGTGGCCTCTGCATATCCT 
CCTTAGTGGGACACGGTGACAAAGGCTGGGTGAGCCCCTGCTGGGCACGGCGGAAGTCACGA 
CCTCTCCAGCCAGGGAGTCTGGTCTCAAGGCCGGATGGGGAGGAAGATGTTTTGTAATCTTT 
TTTTCCCCATGTGCTTTAGTGGGCTTTGGTTTTCTTTTTGTGCGAGTGTGTGTGAGAATGGC 
TGTGTGGTGAGTGTGAACTTTGTTCTGTGATCATAGAAAGGGTATTTTAGGCTGCAGGGGAG 
GGCAGGGCTGGGGACCGAAGGGGACAAGTTCCCCTTTCATCCTTTGGTGCTGAGTTTTCTGT 
AACCCTTGGTTGCCAGAGATAAAGTGAAAAGTGCTTTAGGTGAGATGACTAAATTATGCCTC 
CAAGAAAAAAAAATTAAAGTGCTTTTCTGGGTCAAAAAAAAAAAA 
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93/330 



MDIAGLLKSQFI^HLVPCYVPIASGLIINTIQLFTLLLWPINKQLETlKINCRLSyCISSQLV 

MU,EWWSGTECTIFTDPRAYLKYGKENAIVVLNHKFEIDFLC^ 

ELAYVFIIGWMWYETEMWTCSRKHEQDRKTVATSI& 

I SMQVARAKGL PRLKHHLL PRTKG FAI TVRS LRNWS AVY DCTLN FRNN EN PTLLGVLNGKK 
YHADLYVRRIPLEDIPEDDDECSAWLHKLYQEKDAFQEEYYRTGTFPETPMVPPRRPWTLVN 
WLFWASLVLYPFFQFLVSMIRSGSSLTLASFILVFFVASVGVRWMIGVTEIDKGSAYGNSDS 
KQKLND 
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94/330 

CT6AGGCGGCG6TAGCS2SGAGGGGGA6AGTACGTCGGCGGTGCtCTCGGGCTTTGTGCTGG 
GCGCACTCGCTTTCC!AGCACCTCAA<^CGGACTCGGACACGGAAGGTTTTCTTeTT6GGGAA 
GTAAAAGGTGAAGCC^G^CAGCATTACTGATTCCCAAATGGATGATGTTGAAGTTGTTTA 
TACAATTGACATTCAGAAATATATTCCATG^ 

GCGAAGTAAATGAGCAAGCACTGAAGAAAATATTATCAAATGTCAAAAAGAATGTGGTAG 

TGGTACAAATTCCGTCGTCATTC^GATCAGATCATGACGTTTAGAGAGAGGCTGCTTCACAA 

AAACTTGCAGGAGCATTTTTOWVACCAAGACCTTGTTTTTCTGCTATTAACACCAAGTATAA 

TAACAGAAAGCTGCTCTACTGATCGACTGGAACATTCCTTATATAAACCTC^ 

TTTCACAGGGTACCTTTAGTGGTTGCCAATCTGGGCATGTCTGAACAACTGGGTTATAAAAC 

TGTATCAGGTTCCTGTATGTCCACTGGTTTTAGCCGAGCAGTAC^AACACACAGCTCTAAAT 

TTTTTGAAGAAGATGGATCCTTAAAGGAGGTACATAAGATAAATGAAATGTATGCTTCATTA 

CAAGAGGAATTAAAGAGTATATGCAAAAAAGTGGAAGACAGTGAACAAGCAGTAGATAAACT 

AGTAAAGGATGTAAACAGATTAAAACGAGAAATTGAGAAAAGGAGAGGAGCACAGATTCAGG 

CAGCAAGAGAGAAGAACATCCAAAAAGACCCTCAGGAGAACATTTTTCTTTGTCAGGCAtTA 

CGGACCTTTTTTCCAAATTCTGAATTTCTTCATTCATGTGTTATGTCTTTAAAAAATAGACA 

TGTTTCTAAAAGTAGCTGTAACTACAACCACCATCTCGATGTAGTAGACAATCTGACCTTAA 

TGGTAGAACACACTGACATTCCTGAAGCTAGTCCAGCTAGTACACCACAAATCATTAAGCAT 

AAAGCCTTAGACTTAGATGACAGATGGCAATTCAAGAGATCTCGGTTGTTAGATACACAAGA 

CAAACGATCTAAAGCAAATACTGGTAGTAGTAACCAAGATAAAGCATCCAAAATGAGCAGCC 

CAGAAACAGATGAAGAAATTGAAAAGATGAAGGGTTTTGGTGAATATTCACGGTGTCCTACA 

TTTTGATCCTTTTAACCTTACAAGGAGATTTTTTTATTTGGCTGATGGGTAAAGCCAAACAT 

TTCTATTGTTTTTACTATGTTGAGCTACTTGCAGTAAGTTCATTTGTTTTTACTATGTTCAC 

CTGTTTGCAGTAATACACAGATAACTCTTAGTGCATTTACTTCACAAAGTACTTTTTCAAAC 

ATCAGATGCTTTTATTTCCAAACCTTTTTTTCACCTTTCACTAAGTTGTTGAGGGGAAGGCT 

TACACAGACACATTCTTTAGAATTGGAAAAGTGAGACCAGGCACAGTGGCTCACACCTGTAA 

TCCCAGCACTTAGGGAAGACAAGTCAGGAGGATTGATTGAAGCTAGGAGTTAGAGACCAGCC 

TGGGCAACGTATTGAGACCATGTCTATTAAAAAATAAAATGGAAAAGCAAGAATAGCCTTAT 

TTTCAAAATATGGAAAGAAATTTATATGAAAATTTATCTGAGTCATTAAAATTCTCCTTAAG 

TGATACTTTTTTAGAAGTACATTATGGCTAGAGTTGCCAGATAAAATGCTGGATATCATGCA 

ATAAATTTGCAAAACATCATCTAAAATTTAAAAAAAAAAAAAAAAAAAAAA 
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95/330 
FIGURE 95 

MEGESTSAVLSGFVLGWMUteHLNTDSOTEG^ 

KYI PCYQLFSFYNSSGBVNEQALKKILSN VKKNWGWYKFRRHS DQIMTFRERLLHKNLQEH 
FSNQDLVFLLLTPSIITESCSTHRLEHSLYKPQKGLFHRVPLWANLGMSECV^YKTVSGSC 
MSTGFSRAVQTHSSKFPEEDGSIJCEVHKINEMYASUJEBIJCSICKKVEDSEQAVDKLVKDVN 
RLKREIEKRRGAQIQAAREKNIQKDPQENIFLCQALRTFFPNSEFLHSCVMSLKNRHVSKSS 
CNYNHHLDWDNLTLMVEHTDIPEASPASTPQIIKHKALDLDDRWQFKRSEILLDTQDKRSKA 
A NTGSSNQDKASKMSSPETDEEIEKMKGFGEYSRSPTF 
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96/330 



raVAO^GC^GCAGCGAACGCCCGCCG^ 
CCHCCXXGCGTCCCCGCC^ 
GCXXGCGCCTCTGCTTCCXSTGGGCCGCGCGCCGCX^ 
GGGGMXGCTGCCTGAC^^ 

^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^^ 

TTGAAGATCTGTCCCCAGGGTTCTMCTGCTGCTCT^ 
TGMTTC»AAAGTGT<H3Ta^^ 

AOCJWCrrrEACAGATGACT 

CGC3UUirTGftftfiCT<XAS G CT A CTCGT ^ 

AGRTGTCGTGAGCAA<5GTCTCCGTGGTAAACCCC^ 

GCTCCGACTGCCGGGGTCTC^ 

GOCRJUDCAA6GGGATCTCGM?TTTG3UVrG6RJ^ 

GGGTCCTTTCAACATTGAATCGCTCATGGMTO 

ATAArAGTGTTCAACTGTCTCAGAAGGTTTTCGAGGGATC 

TCTCGTTCCATCTCTGAAAGTGCCTTCAGTGCT^ 

AGCTGGCACTAGTTTGGACCGACTGGTTACTGATGT^ 

CCCTTCCGAGCAACGTTTGCAACGATGAGAGGATGC^^ 

AAAGGCAAAAGCAGGTACCTGTTTGCAGTGACAGGAAA 

GGTTGACACCAGCAAACCAjGACATACTGATCCTT^ 

AGAATGCATACAATGGGAACGACGTGGACTTCTTTGATATCAGTGATGAAAGTAGTGGAGAAGGAAGTGGAAGT 

GGCTGTGAGTATCAGCAGTGCCCTTCAGAGTTTGACTACAAT 

GAAAGCCGACAGTGCTGGTGTCCGTCCTGGGGCACAGGCCTACCT 

TTATGCAGAGAGAGTGGAGA^^TTCTCAAACTCTGAGAAAAAGTGTTCATCAAAAAGTTAAAAGGC^ 

ATCACTTTTCTACCATCCTAGTGACTTTGCrrTTTAAATGAATGGACAACAATG 

CACTGGTTTAAGAAGTGCTGACTTTGTTTTCTCATT^ 

TCCTGCTCCCCCAAACCATGTTAAA<XT« 

TTTTATCACTCTATTATTTGTTTGTATGTTTTTTTCT 

CGCCCTGTTTCTTACAAGCAAACCAGGGT^^ 

GCTGTAOVGAAGCAGGTTTTATTTATCA^ 
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97/330 

EK5HBE 97. 

MARFGLPMiLCTLAVLSAALLAAELKSKSCS 

GSTCCSQEMEEKYSLQSKDDFKSWSEQCNHLQAVFASRYKKFDEFFKELLENAEKSLNDMF 
VKTYGHLYMQNSELFKDLFVEIJCRYyWGNVNLEEMLNDFWARIXERMFRLVNSQYHFTDE^ 
LECVSKYTEQLKPFGDVPRKliKLQVTRAFVAA^ 

LKMIYCSHCRGLVTVKPCYNYCSNIMRGCIANQGDLDFEWNNFIDAMWT^RLEGPFNIES 
VMDPIDVKISDAIMNMQDNSVQVSQKVFQGCGPPKPLPAGRISRSISESAFSARFRPHHPEE 
» RPTTAAGTSLDRLVTDVKEKIJ(QAKKFWSSLPSNVCNDERMAAGNGNEDDCWNGKGKSRYLF 
AVTGNGLANQGNNPEVQVDTSKPDILILRQIMALRVMTSKMKNAYNGNDVDFFDISDESSGE 
GSGSGCE YQQC PS EFD YNAT DHAGKS ANEKADSAGVRPGAQAYLLTVFC I LFLVMQREWR 
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98/330 
FIGURE 98 

C^GCCCTCJUUVTGGGAACGGTGGCCTGGGACTAiUVGCATAGACCACCAGGCTGAGTATCCT 
GACCTGAGTCATCCCCAGGGATCAGGAGCCTCCAGCAGGGAACCTTCCATTATATTCTTCAA 
GCJ^CTTACAGCTGCACCGACAGTTGGGJ^SAAAGTTCTAATCTCTTCCCTCCTGCTGTTGC 
TGCCACTAATGCTGATGTCXIATGGTCTCTAGCAGC^ 

AGGGACCGAGGCCAGGCTTCTAGGAGATGGCTCCAGGAAGGCGGCCAAGAATGTGAGTGC^ 
AGATTGGTTCCTGAGAGCCCCGAGAAGAAAATTCATGACAGTGTCTGGGCTGCCAAAGAAGC 
AGTGCCCCTGTGATCATTTCAAGGGCAATGTGAAGAAAACAAGACACCAAAGGCACCACAGA 
AAGCCAAACAAGCATTCCAGAGCCTGICCAGCAATTTCTCAAACAATGTCAGCTAAGAAGCTT 



GACAGTGAGGACACCTACCAGACACTCTTCTTCTCCCACCTCACTCTCCCACTGTACCCACC 
CCTAAATCATTCCAGTGCTCTCAAAAAGCATGTTTTTCAAGATCATTTTGTTTGTTGCTCTC 
TCTAGTGTCTTCTTCTCTCGTCAGTCTTAGCCTGTGCCCTCCGCTTACCCAGGCTTAGGCTT 
AATTACCTGAAAGATTCCAGGAAACTGTAGCTTCCTAGCTAGTGTCATTTAACCTTAAATGC 
AATCAGGAAAGTAGCAAACAGAAGTGAATAAATATTTTTAAATGTCAAAAAAAAAAAAAAAAAA 
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99/330 
FIGURE 99 

MKVLISSLLLLLPLMLMSMVSSSLNPGVARGHRDRGQASRRWLQEGGQECECKDWFLRAPRR 
KFMTVSGL PKKQC PC DH FKGNVKKT RHQRHHRKPN KH S RACQQFLKQCQLRS FAL PL 



WO 00/73454 



PCT/USOW08439 



100/330 

FIGURE 100 

AfiJSGCTGTCTTAGTAOTCGCCTGA 
GCTAT6CAGACGACAAACCAGACAAG<XAGACGACAAGKX^ 
AAGCCAGACTTCCCCAAATTCCTAAGCCTCCTGGGCACAGAGATCATTGAGAA^^ 
GTTCATCCTCCGCTCCATGTCCAGGAGCACAGGATTTATGGAATTTGATGATAATGAAGGAA 

AACATTt^TCAAA GTSAC ATCCTCAGGACACACCXIATGTGGCTCCT 
GCCAAATCCTGCTTTTCCAGTTTGGCTCCACAAGTC 
, TCCCAACGAGTTCTCAGGATTCAGGCTCT^ 

CTGACTGCATTTTTGCTTTTAGAAAGTTAGAATAAATATGGCGCTTTGGGATCACATAGTTG 
ATGGAGAGGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAT^A 
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101/330 



MAVLV1RLTVVL6IJ.VLFLTCYADDKPDKPDDKPDDSGKDPKPDFPKFLSLLGTEIIENAVE 
FILRSMSRSTGFMEFDDNEGKHSSK 
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102/330 



GGAeGCCAGCGCCTGCAGAGGCTGflGCAGGGJU^AAGCGAGTGCCCGAGCGGAAGCACAGCT 
C^U^GCTGGTCTGCC^S^CATCCTGGTCCCACTCCTGCAGCTGCTGGTGCTGCTTCTTAC 
CCT6C(XCTGCACCTCATGGCTCTGCTGGGCTGCTGGCAGCCCCTGTGCAAAAGCTACTTCC 
CCTACCTGATGGCCGTGCTGACTCCCAAGiAGCAAC^^ 

CTCTTCAGCCAGATAAAGGGGCTTACAGGAGCCTCCGGGAAAGTGGCCCTACTGGAGCTGGG 
CTGCGGAACCGGAGCCAACTTTCAGTTCTACCCACCGGGCTGCAGGGTCACCTGCCTAGACC 
, CAAATCCCCACTTTGAGAAGTTCCTGACAAAGAGCATGGCTGAGAACAG 
GaGCGGTTTGTGGTGGCTCCTGGAGAGGACATGAGACAGCTGGCTG^^ 
GGT6GTCTGCACTCTGGTGCTGTGCTCTGTGCAGAGCCCAAGGAAGGTCCTGCAGGAGGTCC 
GGAGAGTACTGAGACCGGGAGGTGTGCTCTTTTTCTGGGAGCATGTGGCAGAACCATATGGA 
AGCTGGGCCTTCATGTGGCAGCAAGTTTTCGAGCCCACCTGGAAAC^CATTGGGGATGGCTG 
CTGCCTCACCAGAGAGACCTGGAAGGATCTTGAGAACGCCCAGTTCTCCGAAATCCAAATGG 
AACGAGAGCCCCCTCCCTTGAAGTGGCTACCTGTTGGGCCCCACATCATGGGAAAGGCTGTC 
AAACAATCTTTCCCAAGCTCCAAGGCACTCATTTGCTCCTTCCGCAGCCTCCAATTAGAACA 
AGCCACCCACCAGCCTATCTATCTTCCACTGAGAGGGACCTAGCAGAATGAGAGAAGACATT 
CATGTACCACCTACTAGTCCCTCTCTCCCCAACCTCTGCCAGGGCAATCTCTAACTTCAATC 
CCGCCTTCGACAGTGAAAAAGCTCTACTTCTACGCTGACCCAGGGAGGAAACACTAGGACCC 
TGTTGTATCCTCAACTGCAAGTTTCTGGACTAGTCTCCCAACGTTTGCCTCCCAATGTTGTC 
CCTTTCCTTCGTTCCCATGGTAAAGCTCCTCTCGCTTTCCTCCTGAGGCTACACCCATGCGT 
CTCTAGGAACTGGTCACAAAAGTCATGGTGCCTGCATCCCTGCCAAGCCCCCCTGACCCTCT 
CTCCCCACTACCACCTTCTTCCTGAGCTGGGGGCACCAGGGAGAATCAGAGATGCTGGGGAT 
GCCAGAGCAAGACTCAAAGAGGCAGAGGTTTTGTTCTCAAATATTTTTTAATAAATAGACGA 
AACCACG 



WOMV73454 



PCT/US00/08439 



103/330 



MDILVPLI^VLIATLPLHIJIAIJ^WQPL^^ 

KGLTGASGKVALLELGCGTGANEXJFYPPGCRVTCLDPNPHFEKFLTKSMAENRHLQYERFW 
APGEDMRQIJVDGSMDVWCTLVIXSVQSPRKVI^EVRRVLRPGGA^LFFWEHVAEPYGSWAFM 
WQQVFEPTWKHIGDGCCLTRETWKDLENAQFSEIQMERQPPPLECWLPVGPHIMGECAVKQSFP 
SSKALICSFPSLQLEQATHQPIYLPLRGT 
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FIGURE 104 

GTGGGATTTATTTGAGTGCAAGATCGTTTTCTC^^ 

CAGATGTTGGGGCTTTGTCCGAACAGCTC 

ACTAATATTTATATGACAGAAGAAAAAGM^ 

TCCTGGCTGTTGCTCTCTTCTTACTGGTTTTGGACCATAACTT^ 

TTAAGGAATGAGGTTACAGATTGAGGAATT^ 

TGCTCTCCGACATGGAGTAGATGGGAGACAAGAGGA 

AAGACAGGCTTGGGGGGGCCATTGGAGCTATAAAC^ 

GTGATTTTCTACATTGTTACTCTCAi^^ 

TGATTCCCTGAAAAGCATCAGATACAAAATT^ 

AACTAAAGGAGGATCCTGACCAGGGGGAATCCA^^ 

TTGCCAATTCTGGTTCCCAGCGCAAAGAAGGCCATATACATGGATGATGATGTAATTG 
AGGTGATATTCTTGCCCTTTAC^ 

AAGATTGTGATTCAGCCTCTACTAAAGTTGTC^TCCGTGGAGCAGGAAACCAG 

ATTGGCTATCTTGACTATAAAAAGGAAAGAATTCGTAAGCTTTCCATGAAAGCCAGCACTTG 

CTCATTTAATCCTGGAGTTTTTGTTGCAAACCTGACGGAATGGAAACGACAGAATATAACTA 

ACCAACTGGAAAAATGGATGAAACTCAATGTAGAAGAGGGACTGTATAGCAGAACCCTGGCT 

GGTAGCATCACAACACCTCCTCTGCTTATCGTATTTTATCAACAGCACTCTACCATCGATCC 

TATGTGGAATGTCCGCCACCTTGGTTCCAGTGCTGGAAAACGATATTCACCTCAGTTTGTAA 

AGGCTGCCAAGTTACTCCATTGGAATGGACATTTGAAGCCATGGGGAAGGACTGCTTCATAT 

ACTGATGTTTGGGAAAAATGGTATATTCCAGACCC^ 

ATATACCGAGATCTCAAACATAAAGJG&AACAGAATTTGAACTGTAAGCAAGCATTT 

GAAGTCCTGGAAGATAGCATGCATGGGAAGTAACAGTTGCTAGGCTTCAATGCCTATCGGTA 

GCAAGCCATGGAAAAAGATGTGTCAGCTAGGTAAAGATGACAAACTGCCCTGTCTGGCAGTC 

AGCTTCCCAGACAGACTATAGACTATAAATATGTCTCCATCTGCCTTACCAAGTGTTTTCTT 

ACTACAATGCTGAATGACTGGAAAGAAGAACTGATATGGCTAGTTCAGCTAGCTGGTACAGA 

TAATTCAAAACTGCTGTTGGTTTTAATTTTGTAACCTGTGGCCTGATCTGTAAATAAAACTT 

ACATTTTTC 
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MSFRKVNIIILVIAVALFIJ.VIJlHNiXSLSSIXRNEVTDSGIVGPQPIDFVPNAIJUlAVIXSR 
QEEIPWIAASEDRLGGAIAAINSIQHNTRSNVIFYIVTLNNTADHLRSWLNSDSLKSIRYK 
IVNFDPKLLEGKVKEDPDQGESMKPLTFARFyLPILVPSAKKAIYMDDDVIVQGDILALYNT 
ALKPGHAAAFSEDCDSASTKWIRGAGNQYNYIGYLDYKKERIRKLSMKASTCSFNPGVEVA 
NLTEWKRQN ITNQLEKWMKLNVEEGLYSRTLAGS ITTPPLLIVFYQQHST I DPMWNVRHLGS 
SAGKRYSPQFVKAAKIXHWNGHLKPWGRTASYTDVWEKWYIPDPTGKFNLIRRYTEISNIK 
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FIGURE 106 

TGGm?TGCCCC»TAAATTrc^ 

(^GGAATTNTAGGNCCT(^CCTNTAGANTTTGTCCCAAATGTTCTCCGACATGCAGTAGAT 
GGGAGACAA6AG6AGATTCCT6TGGTCATC6CTGGATNTGAAGACAGGCTTGGGGG6GCCAT 
TGCAGCTATAAACAGCATTCAGCACAACACTCGNTC(^TGTGATTTTCTACATTGTTACTC 
TCAACAATACAGCAGACCATNTCCGGTCCTGGNTCAACAGTGATTCCCTGAAAAGCATCAGA 
TACAAAATTGTC^TTTTGACCCTAAACTTTTGGAAGGAAAAGT 
, GGGGGAATCCATGAAACCTTTAACCTTTGCAAGGTTCTACTTGCCAATTCTGGTTCCCAGCG 
CAAAGAAGGCCATATACATGGATGATGATGTAATTGTGCAAGGTGATATTCTTGCC^ 
AATACAGCACTGAAGCC^GGAC^TGCAGCTGCATTTTCAGAAGATTGTGATTCAGCCTCTAC 
TAAAGTTGTCATCCGTGGAGCAGGAAA 
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CGACGCTCTAGCGGTTACCGCTGCGGGGTGGCTGGGCGTAGTGGGGCTGCGCGGCTGGCACG 
GAGCTAGAGGGCAAGTGTGCTCGGCCCAGCGTGCAGGGAACGCGGGCGGCCAGACAACGGGC 
TGGGCTCCGGGGCCTGCGGCGCGGGCGCTGAGCT 
TCCGCATCTCCTCCATCGCCTGCAGTAAGGGCGG^ 

TGTCGGAGCCCTAACCJMMGGTGTCTCTGAGCCTGGTG^SGATCCCCGGAGCGTCACATGACT 
TTCCGATCACTT CAAAGTGGTTAAAAACTAATAT TTATATGACAGAAGAAAAAGATGTCATT 
CXXHAAAGTAAACATCATCATCTTGGTCCTGGGCTGTTGCTCT^ 
CATJUKJTTCCTCAGCTTGAGGCAGTTTGTTAAGGAATGAG^ 
GGCCTCAACCTATAGGACTTTGTCCCAAATGCTCTCCGACATG^ 

GGAGATTCCTGTGGTCATCGCTGCATCTGAAGACAGGCTTGGGGGGGCCATTGCAGCTATAA 

ACAGCATTCAGCACAACACTGGCTCCAATGTGATTTTCTACATTGTTACTCTC^^CAATACA 

GGAGACCATCTCCGGTCCTGGGCTCAACAGTGATTCCCTGAAAAGCATCAGATACAAAATTG 

TCAATTTTGACCCTAAACTTTTGGAAGGAAAAGTAAAGGAGGATCCTGACCAGGGGGAATCC 

ATGAAACCTTTAACCTTTGCAAGGTTCTACTTGCCAATTCTGGGTTCCGAGCGCAAAG7\AGG 

CCATATACATGGATGATGATGTAATTGTGCAAGGTGATATTCTTGCCCTTTACAATACAGCA 

CTGAAGCCAGGACATGCAGCTGCATTTTCAGAAGATTGTGATTCAGCCTCTACTAAAGTTGT 

CATCCGTGGAGCAGGAAACCAGTACAATTACATTGGCTATC*TTGACTATAAAAAGGAAAGAA 

TTCGTAAGCTTTCCATGAAAGCCAGCACTTGCTCATTTAATCCTGGAGTTTTTGTTGCAAAC 

CTGACGGAATGGAAACGACAGAATATAACTAACCAACTGGAAAAATGGATGAAACTCAATGT 

AGAAGAGGGACTGTATAGCAGAACCCTGGCTGGTAGCATCACAACACCTCCTCTGCTTATCG 

TATTTTATCAACAGCACTCTACCATCGATCCTATGTGGAATGTCCGCCACCTTGGTTCCAGT 

GCT'GGAAAACGATATTCACCTCAGTTTGTAAAGGCTGCCAAGTTACTCCATTGGAATGGACA 

TTTGAAGCCATGGGGAAGGACTGCTTCATATACTGATGTTTGGGGAAAAATGGTATATTCCA 

GACCCAACAGGCAAATTCAACCTAATCCGAAGATATACCGAGATCTCAAACATAAAGTGAAA 

CAGAATTTGAACTGTAAGCAAGCATTTCTCAGGAAGTCCTGGAAGATAGCATGCGTGGGAAG 

TAACAGTTGCTAGGCTTCAATGCCTATCGGTAGCAAGCCATGGAAAAAGATGTGTCAGCTAG 

GTAAAGATGACAAACTGCCCTGTCTGGCAGTCAGCTTCCCAGACAGACTATAGACTATAAAT 

ATGTCTCCATCTGCCTTACCAAGTGTTTTCTTACTACAATGCTGAATGACTGGAAAGAAGAA 

CTGATATGGCTAGTTCAGCTAGCTGGTACAGATAATTCAAAACTGCTGTTGGTTTTAATTTT 

GTAACCTGTGGCCTGATCTGTAAATAAAACTTACATTTTTCAATAGGTAAAAAAAAAAAAAA 

AAAAAA 
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CTGCAGGTAGACATCTCCACTGCCCAGGAATCACTGAGCGTGCAGACAGCACAGCCTCCTCT 
GAAGGCCGGCCATACCAGAGTCCTGCCTCGGCATGGGCCTCACCATTGAGGCAGCTCCACTG 
YCTGTGCTGGTCTGAGGGTGCTGCCTGTCJVirGGGGGCAGCGATCTC 

GCCATCGTCTGCAACGGTCTCGTGGGCTTCTTGCTGCTGCTGCTCTGGGTCATCCTCTGCTG 
GGCCTGCCATTCTCGTCTGCCGACGTTGACTCTCTCTCTGAATCCAGTGCCAAGTCCAGCCC 

# TGCAGCCCTGAAGGCCCCTGGCCTAGCCT^ 

CCTGGAATTAGGATCCCAGAGTTGAGCCAGCCTGGGGTCCAGAACTCAAGAGTCCGCCTGCT 
TGGAGCTGGACCCAGCGGCCCAGAGTCTAGCCAGCTTGGCTCCAATAGGAGCTCAGTGGCCC 
TAAGGAGATGGGCCTGGGGTGGGGGCTTATGAGTTGGTGCTAGAGCCAGGGCCATCTGGACT 
ATGCTCCATCCCAAGGGCCAAGGGTCAGGGGCCGGGTCCACTCTTTCCCTAGGCTGAGCACC 
TC^AGGCCCTCTAGGTTGGGGAAGCAAACTGGAACCCATGGGAATAATAGGAGGGTGTCCAG 
GCTGGGCCCCTCCCCTGGTCCTCCCAGTGTTTGCTGGATAATAAATGGAACTATGGCTCTAA 
AAAAAAAAAAAAAAAAA 
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FIGTOR 109 

MGAAISQGALIAIVCNGLVGET.LLIiWILCWACHSRLPTLTLSLNPVPTPALAPVLRRPHH 
PRSPAMKAATCCSPEGPWPSLEPRT 
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GTTTGAATTCCTTCAACTATACCCACAGTCCAAAAGCAGACTCACTGTGTCCCAGGCTACCA 
GTTCCTCCAAGC^GTCATTTCCCTTATTTAACCGATGTGTCCCTCAAACACCTGAGTGCTA 
CTCCCTATTTGCATCTGTTTTGATAAATGATGTTGACACCCTCCACCGAATTCTAAGTGGAA 
T CAJg TCGGGAAGAi^TACAATCCTTGGGCTGTGTATCCTCGCATTAGCC^GTCTTTGGGC 
ATGATGTTTJACCTTCAGATTCATCACC^CCCrTCTGGTTCACAT^ 

TTTGGGATTGTTGTTTGTCTGCGGTGTTTTATGGTGGGTGTATTATGACTATACCAACGACC 




agccactgtggacatttgccatcctcattttcttctgggtcctctgggtggctgtgctgctg 
agcctgggaactgcaggagctgcccaggttatggaaggcggccaagtggaatataagcccct 
ttcgggcattcggtacatgtggtcgtaccatttaattggcctcatctggactagtgaattca 
tccttgcgtgccagcaaatgactatagctggggcagtggttacttgttatttcaacagaagt 
aaaaatgatcctcctgatcatcccatcctttcgtctctctcgattctcttcttctaccatca 
aggaaccgttgtgaaagggtcatttttaatctctgtggtgaggattccgagaatcattgtca 
tgtacatgcaaaacgcactgaaagaacagcagcatggtgcattgtccaggtacctgttccga 
tgctgctactgctgtttctggtgtcttgac7\aatacctgctccatctcaaccagaatgcata 
tactacaactgctattaatgggacagatttctgtacatcagcaaaagatgcattcaaaatct 
tgtccaagaactcaagtcactttacatctattaactgctttggagacttcataatttttcta 
ggaaaggtgttagtggtgtgtttcactgtttttggaggactcatggcttttaactacaatcg 
ggcattccaggtgtgggcagtccctctgttattggtagctttttttgcctacttagtagccc 
atagttttttatctgtgtttgaaactgtgctggatgcacttttcctgtgttttgctgttgat 
ctggaaacaaatgatggatcgtcagaaaagccctactttatggatcaagaatttctgagttt 
cgtaaaaaggagcaacaaattaaacaatgcaagggcacagcaggacaagcactcattaagga 
atgaggagggaacagaactccaggccattgtgagassssatacccatttaggtatctgtacct 
ggaaaacatttccttctaagagccatttacagaatagaagatGagaccactagagaaaagtt 
agtgaatttttttttaaaagacctaataaaccctattcttcctcaaaa 
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FXQWZ xxx 

MSGRDIILGIX:iIJttJ^LAMMFTFRFITTIJ,VHircS^ 

S IELDTERENMKCVLGFAI VSTGITAVLLVLI FVLRKRIKLTVELFQITNKAI SSAPFLLFQ 

PLWTFAILIFFWVLWVAVU1SL6TAGMQVMEGGQVEYKPLSGIRYMWSYHLIGLIWTSEFI 

LACQQMTIAGAVVTCYFNRSKNDPPDHPILSSLSILFFYHQGTVVKGSFLISVVRIPRIIVM 

YMQNALKEQQHGALSRYLFRCCYCCFWCLDKYLLHLNQNAYTTTAINGTDFCTSAKDAFKIL 

SKNSSHFTSINCFGDFIIFLGKVLWCFTVFGGLMAFNYNRAFQVWATO 

SFLSVFETVLDALFLCFAVDLETNDGSSEKPYFMDQEFI^FV^ 

EEGTELQAIVR 



WOM/73454 



PCTAJS00/08439 



112/330 



GTTCGATTAGCTCCTCTG^^ 

AGAATAATTTGTATGGGATTTGTGATGCAGGAAAGCCTAAGGSAAAAAGAATATTCATTCTG 

TGWGTGAAAATTTTTTGAAAAAAAAATC^ 

TMGA GGACTGTTGTTCTGACTATGA^ 

TGACTGGAGTACATTCAAACAAAGAAACX3GCAAAGAAGATTAAAAGGCCCAACT 

CCT<^GATCAACTGCGATGTCAAAGCCGGAAAGATCATCGATCCTC 

T(XSfiCAGGATGCCAAGACCCCAAATAGGATGTT^ 

COWMGTGTGTGGCGCTGCCGTACAC^ 

GWCGGAAGGTTGCTGGACAGtCTGGTTAGWU^^ 

ATCCCTACCACGATGGAGAGAATCCTTTATCGTCTT^ 

CCTACCCATCAGCTCTTA(»T^^ 

ACAAAAGCCTATCAGAGGCCACCTATTCCAGGGACAAC 

GCTTCTGGCTGTCACTGTAGCTGTGGCCA^ 

CTGCTTCTACCACCAGCATCCCCAGACGACAATCACT 

CTCTGGTCCACTGCCACCTACACAAGCAGCCAAAAGAGGCCCAG^ 

ATVGGCAAGATCCTTCAGGAGCTGCCTTCC^ 

TTGTTCCAAAAGAAGBUVTTGAGCACACAGTCT 

TGCAAAATTGACTTGTCGTTTTTAATTGATGGGAGC^ 

AAT(X^GAAGCAGCTCCTGGCTGATGTTGCCGAAGCTCTTGACATTGGCCCTGCCGGTCCAC 
TGATGGGTGTTGTCCAGTATGGAGACAACCCTGCT^ 
AATTCTCGAGATCTGAAGACAGCCATAGAGAA^ 
AGGTCGGGCCATCTCCTTTGTGACO\AGA^ 

GGGC^CCCAATGTGGTGGTGGTGATGGTGGATGGCTGGCCCACGGACAAAGTGGAGGAGGCT 

TCAAGACTTGCGAGAGAGTCAGGAATCAACATTTTCTT^ 

AAATGAGAAGCAGTATGTGGTGGAGCCCAACTTTGCAAAC^ 

GCTTCTACTCGCTCCACGTGCAGAGCTGGTTTGGCCTCCACAAGACGCTGCAGCCTCTGGTG 
AAGCGGGTCTGCGACACTGACCGCCTGGCCTGCAGCAAGACCTGCTTGAACTCGGCTGACAT 
TGGCTTCGTCATCGACGGCTCCAGCAGTGTGGGGACGGGCAACTTCCGCACCGTCCTCCAGT 
TTGTGACCAACCTCACCAAAGAGTTTGAGATTTCCGACACGGACACGCGCATCGGGGCCGTG 
CAGTACACCTACGAACAGCGGCTGGAGTTTGGGTTCGACAAGTACAGCAGCAAGCCTGACAT 
CCTCAACGCCATCAAGAGGGTGGGCTACTGGAGTGGTGGCACCAGCACGGGGGCTGCCATCA 

acttcgccctggagcagctcttcaagaagtccaagcccaacaagXggaagttaatgatcctc 

ATCACCGACGGGAGGTCCTACGACGACGTCCGGATCCCAGCCATGGCTGCCCATCTGAAGGG 

AGTGATCACCTATGCGATAGGCGTTGCCTGGGCTGCCCAAGAGGAGCTAGAAGTCATTGCCA 

CTCACCCCGCCAGAGACCACTCCTTCTTTGTGGACGAGTTTGACAACCTCCATCAGTATGTC 

CC(^GGATCATCCAGAACATTTGTACAGAGTTC^CTCA(^GCCTCGGAACSG^ATTCAGAG 

CAGGCAGAGCACCAGCAAGTGCTGCTTTACTAACTGACGTGTTGGACCACCC(^CCGCTTAA 

TGGGGCACGCACGGTGCATCAAGTCTTGGGCAGGGCATGGAGAAACAAATGTCTTGTTATTA 

TTCTTTGCCATCATGCTTTTTCATATTCCAAAACTTGGAGTTACAAAGATGATCACAAACGT 

ATAGAATGAGCCAAAAGGCTACATCATGTTGAGGGTGCTGGAGATTTTACATTTTGACAATT 

GTTTTCAAAATAAATGTTCGGAATACAGTGCAGCCCTTACGACAGGCTTACGTAGAGCTTTT 

GTGAGATTTTTAAGTTGTTATTTCTGATTTGAACTCTGTAACCCTCAGCAAGTTTCATTTTT 

GTCATGACAATGTAGGAATTGCTGAATTAAATGTTTAGAAGGATGAAAAATAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAATVAATUU^AT^AAAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAG 
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ElfiHBB 113 

MRTVVLTMKASVIBMFLVIJiVTGVBSNKETAKKIKRPKFTVPQINCDVKAGKIIDPEFIVKC 
PAGCQDPKYHVYGTDVYASYSSVCGAAVHSGVLDNSGGKILVRKVAGQSGYKGSYSNGVQSL 
SLPRWI^SFIVI£SKPKKGVTYPSALTYSSSKSPAAC^GETTBCAYQRPPIPGTTAQPVTLMQ 
LLAVTVAVATPTTLPRPSPSAASTTSIPRPQSVGHRSQEMDLWSTATYTSSQNRPRADPGIQ 
RQDPSGAAFQKPVGADVSLGLVPKEELSTQSLEPVSLGDPNCKI DLS FLI DGSTS IGKRRFR 
IQKQIiADVAQALDIGPAGPLMGWQYGDNPATHFNIJCrHTNSRDIJCrAIEKITQRGGLSNV 
GRAISFVTKNFFSKANGNRSGAPNVVVVMVDGWPTDKVEEASRLARESGINIFFITIEGAAE 
NEKQYVVEPNFANKAVCRTNGFYSLHVQSWFGLHKTLQPLVKRVCDTDRLACSKTCLNSADI 
GFVIDGSSSVGTGNFRTVLQFVTNLTKEFEISDTDTRIGAVQYTYEQRLEFGFDKYSSKPDI 
UiAIKRVGYWSGGTSTGAAINFALEQLFKKSKPNfORKLMILITDGRSYDDVRIPAMAAHLKG 
VITYAIGVAWAAQEELEVIATHPARDHSFFVDEFDNLHQYVPRIIQNICTEFNSQPRN 
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CAGGATGAACTGGTTGCAGTGGCTGCTGCTGCTGCGGGGjGCGCTGAGAGGACACGAGCTCT& 
SSCCTTTCCGGCTGCPCaTCCCGCPCGGCCTOT 

GCGCCAGGTCCCGACGGCTCCGCGCGAGATCGCGCCCACTACAGTTTTTCTCTGAC^ 
TGATGCACTGGACACCTTGCTGATTTTGGGGAATGTCTCAGAATTCCAAAGAGTGGTTGAAG 
TGCTCCAGGACAGCGTGGACTTTGATATTGATGTGAACGCCTCTGTGTTTGAAACAAACATT 
CGAGTGGTAGGAGGACTCCTGTCTGCTCATCTGCPCTCC^ 
M GGCIGGATGGCCCTGTTCC^GGCCTCKXrTGAGAATGGCTGW 
TCX:<aGCCTTTCAGACCCCCACTGGCATGCCATATGGAACAGTG 

AACCCAGGAGAGACCCCTGTCACCTGTACGGCAGGGATTGGGACCTTCATTGTTGAATTTGC 
CACCXn^GCAGCCTCACTGGTGACCCGGTGTTCGAAGATGTGGCCAGAGTGGCTTTGATGC 
GCCTCTGGGAGAGCCGGTCAGATATCGGGCTGGTCGGCAACCACATTGATGTGCTCACTGGC 
AAGTGGGTGGCCCAGGACGCAGGCATCGGGGCTGGCGTGGACTCCTACTTTGAGTACTTGGT 
GAAAGGAGCCATCCTGCTTCAGGATAAGAAGCTCATGGCCATGTTCCTAGAGTATAACAAAG 
CCATCCGGAACTACACCCGCTTCGATGACTGGTACCTGTGGGTTCAGATGTACAAGGGGACT 
GTGTCCATGCCAGTCTTCCAGTCCTTGGAGGCCTACTGGCCTGGTCTTCAGAGCCTCATTGG 
AGACATTGACAATGCCATGAGGACCTTCCTCAACTACTACACTGTATGGAAGCAGTTTGGGG 

ggctcccggaattctacaacattcctcagggatacacagtggagaagcgagagggctaccca 
cttcggccagaacttattgaAagcgcaatgtacctctaccgtgccacgggggatcccaccct 
cctagaactcggaagagatgctgtggaatccattgaaaaaatcagcaaggtggagtgcggat 
ttgcaacaatcaaagatctgcgagaccacaagctggacaaccgcatggagtcgttcttcctg 

GCCGAGACTGTGAAATACCTCTACCTCCTGTTTGACCCAACCAACTTCATCCACAACAATGG 
GTCCACCTTCGACGCGGTGATCACCCCCTATGGGGAGTGCATCCTGGGGGCTGGGGGGTACA 
TCTTCAACACAGAAGCTCACCCCATCGACCTTGCCGCCCTGCACTGCTGCCAGAGGCTGAAG 
GAAGAGCAGTGGGAGGTGGAGGACTTGATGAGGGAATTCTACTCTCTCAAACGGAGCAGGTC 
GAAATTTCAGAAAAACACTGTTAGTTCGGGGCCATGGGAACCTCCAGCAAGGCCAGGAACAC 
TCTTCTCACCAGAAAACCATGACCAGGCAAGGGAGAGGAAGCCTGCCAAACAGAAGGTCCCA 
CTTCTCAGCTGCCCCAGTCAGCCCTTCACCTCCAAGTTGGCATTACTGGGACAGGTTTTCCT 
AGACTCCTCA2AACCACTGGATAATTTTTTTATTTTTATTTTTTTGAGGCTAAACTATAATA 
AATTGCTTTTGGCTATCATAAAA 
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FIGURE 115 

MPFIU.LIPI^IJ.CAIJ.PQHHGAPGPDGSAPDPAHYSFSLTLIDALDTIJLILGNVSEFQRVVE 
VLQDSVDFDI DVNAS VFETNIRWGGLLSAHIJ.SKKAGVEVEAGWPCSGPLLRMAEEAARKL 
LPAFQTPTGMPYGTVNLLHGVNPGETPVTCTAGIGTFIVEFATLSSLTGDPVFEDVARVALM 
RLWESRSDIGLVGNHIDVLTGKWVAQDAGIGAGVDSYFEYLVKGAIIJjQDKKLMAMFLEyNK 
A1RNYTRFDDWYLWVQMYKGTVSMPVFQSLEAYWPGLQSLIGDIDNAMRTFLNYYTVWKQFG 
GLPEFYMIPQGYTVEKREGYPLRPBLIBSAMYLYRATGOPTLLELGRDAVESIEKISKVECG 
FATIKDLRDHKLDNRMESFFIJVETyKYLYIJLFDPTNFIHNNGSTFDAVITPYGECILGAGGY 
IFNTEAHPIDLAAIJICCQRLKEEQWEVEDLMREFYSLKRSRSKFQKNTVSSGPWEPPARPGT 
LFSPENHIXJARERKPAKQKVPLLSCPSQPFTSKLALLGQVFLDSS 
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FIGURE 116 

AAAGTTACATTTTCTCTGG^CTCTCCTAGGGCACTCCCTGCTGATGCAACATCTGGGTTTG 
GGCA6AAAGGAGGGTGCTTCGGAGCCCGCCCTTTCTGAGCTTCCTGGGCCGGCTCTAGAACA 
ATTCAGGCTTCGCTGCGACTCAGACCTCAGGTCCAACATATGCATTCTGAAGAAAGATGGCT 
GAGATGGACAGAATGCTTTATTTTGGAAAGAAACAATGTTCTAGGTCAAACTGAGTCTACCA 
AAJfgCAGACTTTCAC^TGGTTCTAGAAGAAATCTGGACAAGTCTTTTCATGTGGTTTTTCT 
ACGCATTGATTCCATGTTTGGT(^C^GATGAAGTG<^CATTCTGCCTGCCGCTCAGAAC^ 
A TCTGTACTCTCAACCAACATGAAGCATCTCTTGATGTGGAGCCCAGTGATCGCGCCTGGAGA 
AACAGTGTACTATTCTGTCGAATACCAGGGGGAGTACGAGAGCCTGTACACGAGCCACATCT 
GGATCCCCAGCAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTGATGTGACTGATGAC^TC 
ACGGCCACTGTGCCATACAACCTTCGTGTCAGGGCCACATTGGGCTCACAGACCTCAGCCTG 
GAGCATCCTGAAGCATCCCTTTAATAGAAACTCAACCATCCTTACCCGACCTGGGATGGAGA 
TCACCAAAGATGGCTTCCACGTGGTTATTGAGCTGGAGGACCTGGGGCCCCAGTTTGAGTTC 
CTTGTGGCCTACTGGAGGAGGGAGCCTGGTGCCGAGGAACATGTCAAAATGGTGAGGAGTGG 
GGGTATTCCAGTGCACCTAGAAACCATGGAGCCAGGGGCTGCATACTGTGTGAAGGCCCAGA 
CATTCGTGAAGGCCATTGGGAGGTACAGCGCCTTCAGCCAGACAGAATGTGTGGAGGTGCAA 
GGAGAGGCCATTCCCCTGGTACTGGCCCTGTTTGCCTTTGTTGGCTTCATGCTGATCCTTGT 
GGTCGTGCCACTGTTCGTCTGGAAAATGGGCCGGCTGCTCCAGTACTCCTGTTGCCCCGTGG 
TGGTCCTCCCAGACACCTTGAAAATAACCAATTCACCCCAGAAGTTAATCAGCTGCAGAAGG 
GAGGAGGTGGATGCCTGTGCCACGGCTGTGATGTCTCCTGAGGAACTCCTCAGGGCCTGGAT 
CTCAMGTTTGCGGAAGGGCCCAGGTGAAGCCGAGAACCTGGTCTGCATGACATGGAAACC . 
ATGAGGGGACAAGTTGTGTTTCTGTTTTCCGCCACGGACAAGGGATGAGAGAAGTAGGAAGA 
GCCTGTTGTCTACAAGTCTAGAAGCAACCATCAGAGGCAGGGTGGTTTGTCTAACAGAACAC 
TGACTGAGGCTTAGGGGATGTGACCTCTAGACTGGGGGCTGCCACTTGCTGGCTGAGCAACC 
CTGGGAAAAGTGACTTCATCCCTTCGGTCCTAAGTTTTCTCATCTGTAATGGGGGAATTACC 
TACACACCTGCTAAACACACACACACAGAGTCTCTCTCTATATATACACACGTACACATAAA 
TACACCCAGCACTTGCAAGGCTAGAGGGAAACTGGTGACACTCTACAGTCTGACTGATTCAG 
TGTTTCTGGAGAGCAGGACATAAATGTATGATGAGAATGATCAAGGACTCTACACACTGGGT 
GGGTTGGAGAGCCCACTTTCCCAGAATAATCCTTGAGAGAAAAGGAATGATGGGAGCAATGG 
TGTTGAGTTCACTTCAAGCCCAATGCCGGTGCAGAGGGGAATGGCTTAGCGAGCTCTACAGT 
AGGTGACCTGGAGGAAGGTCACAGCCACACTGAAAATGGGATGTGCATGAACACGGAGGATC 
CATGAACTACTGTAAAGTGTTGACAGTGTGTGCACACTGCAGACAGCAGGTGAAATGTATGT 
GTGCAATGCGACGAGAATGCAGAAGTCAGTAACATGTGCATGTTTGTTGTGCTCCTTTTTTC 
TGTTGGTAAAGTACAGAATTCAGCAAATAAAAAGGGCCACCCTGGCCAAAAGCGGTAAAAAA 
AAAAAAAAAA 
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MQTFTMVLEEI WTSLFMWFFYALI PCLLTDEVAILPAPQNLSVLSTNMKHLLMWSPVIAPGE 

TVYYSVEYQGEYESLYTSHIWIPSSWCSLTEGP 

SIUCHPFNRNSTILTRPGMEITKDGET1LVIELEDLGPQFEFLYAYWRRE 

GI PVHIJBTMEPGWVYCVKAQTFVKAIGRYSAFSQTECVEVQGEAI PLVLAL FAFVGFMLILV 

VVPLFVWKMGRLLQYSCCFVVVL^ 

M Important features: 
Signal peptide: 

amino acids 1-29 

amino acids 230-255 

N-glycosylation sites. 

amiho acids 40-43 and 134-137 

Tissue factor proteins homology. 

amino acids 92-119 

Integrins alpha chain protein homology. 

amino acids 232-262 
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TCCTGCTGATGCACATCTC^TTTG^ 

CCTGGCCGGCTCTAGAACAATTCAGGCTTCGCTGCGACTAGACCTCAGCTCCAACATATGCA 
TTCTGAAGAAAGATGGCTGAGATGACAGAATGCTTTATTTTGGAAAGAAACAATGTTCTAGG 
TCAAACTGAGTCTACCAAATGCAGACTTTCACAATGGTTCTAGAAGAAATCTGGACAAGTCT 
TTTCATGTGGTTTTTCTACGCATTGATTCCATGTTTGCTCACAGATGAAGTGGGCATTCTGC 
CTGCCCCTCAGAACCtCTCTGTACTCTC^CCAACATGA^ 
m GTGATCGCGCCTGGAGAAACAGTGTACTATTCTGTCGAATACCAGGGGGAGTACGAGAGCCT 
GTACACGAGCCACATCTGGATCCCCAGCAGCTGGTGCTCACTCACTGAAGGTCCTGAGTGTG 
ATGTCACTGATGACATCACGGCCACTGTGCCATAC^^CCTTTGTGTCAGG 
TCACAGACCTCAGCCTGGAGCATCCTGAAGCATCCCTTTAATAGAAACTCAACCATCCTTAC 
CCGACCTGGGATGGAGATCACCAAAGATGGCTTNCACCTGGTTATTGAGCTGGAGGACCTGG 
GGCCCCAGTTTGAGTTCCTTGTGGCCTANTGGAGGAGGGGCGAACCCCTTGCGGCGCAAGGG 
GTTNGCGAACCCCTTGCGGCCGCTGGGGTATCTCTCGAGAAAAGAGAGGCCCAATATGACCCAC 
ATACTCAATATGGACGAANTGCTATTGTCCACCTGTTTGAGTGGCGCTGGGTTGAT 
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FIGURE 119 

CGGACGCGTGGGCCGCCACCTCCGGAAGAAGCC^^GTGGCGGCGAGGGTGGCAGCGGCGTG 
GCTGCTCCTGTGGGCTGCGGCCTGCGCGCAGCAGGAGCAGGACTT^ 
TCAACATCCGGGGCARACTGGTGTCGCTGGAGAAGTACCGCGGATCGGTGTGCCTGGTGGTG 
AATGTGGCCAGCGAGTGCGGCTTCACAGACCAGCACTACCGAGCCCTGCAGCAGCTGCAGCG 
AGACCTGGGCCCCCACCACTTTAACGTGCTCGCCTTCCCCTGCAACCAGT^ 
AGCCTGACAGCAA.CAAGGAGATTGAGAGCTTTGCCCGCCGCACCTACAGTGTCTCATTCCCC 
M ATGTTTAGCAAGATTGCAGTCACCGGTACTGGTGCCCATCCTGCCTTCAAGTACCTGGCCCA 
GACTTCTGGGAAGGAGCCCACCTGGAACrTCTGGAAGTACCTAGTAGCCCCAGATGGAAAGG 
TGGTAGGGGCTTGGGACCCAACTGTGrCAGTGGAGGAGGTCAGACCCCAGATCACAGCGCTC 
GTGAGGAAGCTCATCCTACTGAAGCGAGAAGACTTA»iyCCACCGCGTCTCCTCCTCCACCA 
CCTCATCCCGCCCACCTGTGTGGGGCTGACCAATGCAAACTCAAATGGTGCTTCAAAGGGAG 
AGACCCACTGACTCTCCTTCCTTTACTCTTATGCGATTGGTCCCATCATTCTTGTGGGGGAA 
AAATTCTAGTATTTTGATTATTTGAATCTTACAGCAACAAATAGGAACTCCTGGCCAATGAG 
AGCTCTTGACCAGTGAATCACCAGCCGATACGAACGTCTTGCCAACAAAAATGTGTGGCAAA 
TAGAAGTATATCAAGCAATAATCTCCCACCCAAGGCTTCTGTAAACTGGGACCAATGATTAC 
CTCATAGGGCTGTTGTGAGGATTAGGATGAAATACCTGTGAAAGTGCCTAGGCAGTGCCAGC 
CAAATAGGAGGCATTCAATGAACATTTTTTGCATATAAACCAAAAAATAACTTGTTATCAAT 
AAAAACTTGCATCCAACATGAATTTCCAGCCGATGATAATCCAGGCCAAAGGTTTAGTTGTT 
GTTATTTCCTCTGTATTATTTTCTTCATTACAAAAGAAATGCAAGTTCATTGTAACAATCCA 
AACAATACCTCACGATATAAAATAAAAATGAAAGTATCCTCCTCAAAAA 
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MVAATVAAAWLLLWAAACAQQEQDFY DFKAVN I RGKLVS LEKYRG S VSL WNVAS ECGFTDQ 
HYRA«X^RDI£PHHFNVLAFPCNQFGQQEPDSNKEIESFARRTYSVSFPMFSKIAVTGTG 
AHPAFKYIAQTSGKEPTWNFWKYLVAPDGKWGAWDPTVSVEEVRPQITALVRKLILIJQIEDL 
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CGGACGCGTGGGCGGGCCGGGACGCAGGGCAAAGCGAGCCM^^ 

TGCGCCTGGGGAGGCTGTGCGCCGGGAGCTCGGGGGTGCTGGGGGCGCGGGCCGCCCTCTCT 

CGGAGTTGGCAGGAAGCCAGGTTGCAGGGTCT^ 

CATGGTCTCCACGCCCATCGGAGGCCTCAGCT^ 

ACAGCAAGACTGTGGGCCAGTGCCTGGAGACCACAGCACAGAGGGT 

TTGGTCGTCCTCCATGAAGACGTCAGG 

AGCTGCTTCTGGCCTC^TGAGCATTGGGCT 

CTMCTCCTATGCATGGGTGCTCATGCAGTTGGCGACCGCCCAGGCGGGCA 
TCTGTGAACCCAGCCTACCAGGCTATGGAACTGGAGTATC^ 
A GGCCCTTGTGTTCCCCAAGGAATTCAAGACCCAGCAATACTACAACGTCCTGAA 
GTCCAGAAGTGGAGAATGCCCAGCCAGGGGCCTTGAAGAGTCAGAGGC^ 
AC3«TCATCTCGGTGGATGCCCCTTTGCCGGGGACCOT 
TGGCAGCACACGGCAGCATCTGGACCAGCTCCAATACAACCAGCAGTTCCT 
ACCCCATCAACATCCAGTTCACCTCGGGGACAACAGGCAGCCCCAA 
CACTACAACATTGTCAACAACTCCAACATTT^ 

ACCAGAGCAGTTGCGGATGATCCTGCCCAACCCCCTGTACCATTGCCTGGGTTCCGTGGCAG 
GQ1CAATGATGTGTCTGATGTACGGTGCXIACCCTCATCCTGGCCTCTCCCATCCT 
AAGAAGGC^CTGGAGGCCATCAGCAGAGTVGAGAG^ACCTTCCTGTATGGTACCCCCACGAT 
GTTCGTGGACATTCTGAACCttGCC^GACTTCTCCAGTT^^ 

GTGTCATTGCTGGGTCCCCTGCACCTCCAGAGTTGATCCGAGCCATCATCAACAAGATAAAT 

ATGAAGGACCTGGTGGTTGCTTATGGAACCACAGAGAACAGTCCCGTGACATTCGCGCACTT 

CCCTGAGGACACTGTGGAGCAGAAGGCAGAAAGCGTGGGCAGAATTATGCCTCACACGGAGG 

eCCGGATCATGAACATGGAGGCAGGGACGCTGGCATVAGCTGAACACGCCCGGGGAGCTGTGC 

ATCCGAGGGTACTGCGTCATGCTGGGCTACTGGGGTGAGCCTCAGAAGACAGAGGAAGCAGT 

GGATCAGGACAAGTGGTATTGGACAGGAGATGTCGCCACAATGAATGAGCAGGGCTTCTGCA 

AGATCGTGGGCCGCTCTAAGGATATGATCATCCGGGGTGGTGAGAACATCTACCCCGCAGAG 

CTCGAGGACTTCTTTCACACACACCCGAAGGTGCAGGAAGTGCAGGTGGTGGGAGTGAAGGA 

CGATCGGATGGGGGAAGAGATTTGTGCCTGCATTCGGCTGAAGGACGGGGAGGAGACCACGG 

TG GAGG AGATAAAAGCTTTCTGCAAAGGGAAGATCTCTCACTTCAAGATTCCGAAGTACATC 

GTGTTTGTCACAAACTACCCCCTCACCATTTCAGGAAAGATCCAGAAATTCAAA 

GCAGATGGAACGACATCTAAATCTGJP^ATAAAGCAGCAGGCCTGTCCTGGCCGGTTGGCTT 

GACJCTCTCCTGTCAGAATGCAACCTGGCTTTATGCACCTAGATGTCCCCAGCACCCAGTTC 

TGAGCCAGGCACATCAAATGTCAAGGAATTGACTGAACGAACTAAGAGCTCCTGGATGGGTC 

CGGGAACTCGCCTGGGCACAAGGTGCCAAAAGGCAGGCAGCCTGCCCAGGCCCTCCCTCCTG 

TCCATCCCCCACATTCCCCTGTCTGTCCTTGTGATTTGGCATAAAGAGCTTCTGTTTTCTTT 

GAAAAAAAAAAAAAAAA 
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FIGURE 122 

MAVYVGMLRLGRLCAGSSGVI^ARAALSRSWQEARLQGVRFLSSREVDRMVSTPIGGLSyVQ 
GCTKKHLNSKTVGQCLETTAQRVPEREALVV^ 

DPJ^WGPNSYAWVLMQIATAQAGIILVSVNPAYQAMEI^YVLKKVGCKALVFPKQFKTCXIY 
YimJCQICPEVENAQPGAIJCSQPJ,PDLTTrc 

QQFLSCHDPIN IQFTSGTTGS PKGATLSH YNI VNNSNILGERLKLHEKT PEQLRMILPNPLY 
HCLGSVAGTMMCLMYGATLILASPIFNGKKALEAISRERGTFLYGTPTMFVDILNQPDFSSY 
DISTMCGGVIAGSPAPPELIRAIINKINMKDLWAYGTTENSPVTFAHFPEDTVEQKAESVG 
RIMPHTEARIMNMEAGTLAKLNTPGELCIRGYCV^ 

MNEQGFCKIVGRSKDMIIRGGENIYPAELEDFFHTHPKVQEVQWGVKDDRMGEEICACIRL 
KDGEETTVEEIKAFCKGKISHF1CIPKYIVEVTNYPLTISGKIQKFKLREGMERHLNL 

Signal Peptide: 

amino acids 1-22 

Transmembrane Domains: 

amino acids 140-161, 213-229, 312-334 

Putative AMP -binding Domain Signature: 

amino acids 260-271 

N-myristoylation Sites: 

amino acids 19-24, 22-27, 120-125, 203-208, 268-273, 272-277, 
314-319, 318-323, 379-384, 380-385, 409-413 

N-glycosylation Site: 

amino acids 282-285 
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CAACTCCAACATTTTAGGAGAGCGCCTGAAACTGCATGAGAAGACACCAGAGCAGTTGCGGA 
TGATCCTGCCCAACCCCCTGTACCATTGCCTGGGTTCCGTGGCAGGCACAATGATGTGTCTG 
ATGTACGGTGCCACCCTCATCCTGGCCTCTCCCATCTTCAATGGCAAGAAGGCACTGGAGGC 
CATCAGCAGAGAGAGAGGCACCTTCCTGTATGGTACCCCCACGATGTTCGTGGACATTCTGA 
ACCAGCCAGACTTCTCCAGTTATGACATCTCGACCATGTGTGGAGGTGTCATTGCTGGGTCC 
CCTGCACCTCCAGAGTTGATCCGAGCCATCATCAACAAGATAAATATGAAGGACCTGGTGGT 
M TGCTTATGGAACCACAGAGAACAGTCCCGTGACATTCGCGCACTTCCCTGAGGACACTGTGG 
AGCAGAAGGCAGAAAGCGTGGGCAGAATTATGCCTCACACGGAGGCGCGGATCATGAACATG 
GAGGCAGGGACGCTGGCAAAGCTGAACACGCCCGGGGAGCTGTGCArcCGAGGGTACTGCGT 
CATGCTGGGCTACTGGGGTGAGCCTCAGAAGACAGAGGAAGCAGTGGATCAGGACAAGTGGT 
ATTGGACAGGAGATGTCGCCAC 
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GAGCAGGACGGAGC(^SSGACCCCGCGAGGAaAGCAGGTGCCCAGGCCATGATCTGGACTGC 
AGGCTGGCTGCTGCTGCTGCTGCTTCGCGGAGGAGCGCAGGCCCTGGAGTGCTACAGCTGCG 
TGCAGAAAGCAGATGACGGATGCTCXCa^CAAGATGAAGACAGTGAAGTGCGCGCCGGGC 
GTGGACGTCTGCACCGAGGCCGTGGGGGCGGTGGAGACC^TCC^CGGACJyVTTCTCGCTGGC 
AGTGCGGGGTTGCGGTTCGGGACTCCCCGGCAAGAATGACCGCGGCCTGGATCTTCACGGGC 
TTCTGGCGTTCATCCAGCTGCAGCAATGCGCTC^GGATCGCTGCAACGCCAAGCTCAACCTC 
M ACCTCGCGGGCGCTCGACCCGGCAGGTAATGAGAGTGCATACCCGCCCAACGGCGTGGAGTG 
CTAO^TGTGTGGGCCTGAGCCGGGAGGCGTGCCAGGGTACATCGCCGCCGGTCGTGAGCT 
GCTACAACGCCAGCGATCATGTCTACAAGGGCTGCTTCGACGGCAACGTCACCTTGACGGCA 
GCTAATGTGACTGTGTCCTTGCCTGTCCGGGGCTGTGTCCAGGATGAATTCTGCACTCGGGA 
TGGAGTAACAGGCCCAGGGTTCACGCTCAGTGGCTCCTGTTGCCAGGGGTCCCGCTGTAACT 
CTGACCTCCGCAAC^GACCTACTTCTCCCCTO^^ 

CCAGAGCCCACGACTGTGGCCTCAACCACATCTGTCACCACTTCTACCTCGGCCCCAGTGAG 
ACCCACATCCACCACCAAACCCATGCCAGCGCCAACCAGTCAGACTCCGAGACAGGGAGTAG 
AACACGAGGCCTCCCGGGATGAGGAGCfCCAGGTTGACTGGAGGCGCCGCTGGCCACCAGGAC 
CGCAGCAATTCAGGGCAGTATCCTGCAAAAGGGGGGCCCCAGCAGCCCCATAATAAAGGCTG 
TGTGGCTCCCACAGCTGGATTGGCAGCCCTTCTGTTGGCCGTGGCTGCTGGTGTCCTACTG2 
SA/3CTTCTCCACCTGGAAATTTCCCTCTCACCTACTTCTCTGGCCCTGGGTACCCCTCTTCT 
CATCACTTCCTGTTCCCACCACTGGACTGGGCTGGCCCAGCCCCTGTTTTTCCAACATTCCC 
CAGTATCCCCAGCTTCTGCTGCGCTGGTTTGCGGCTTTGGGAAATAAAATACCGTTGTATAT 
ATTCTGCCAGGGGTGTTCTAGCTTTTTGAGGACAGCTCCTGTATCCTTCTCATCCTTGTCTC 
TCCGCTTGTCCTCTTGTGATGTTAGGACAGAGTGAGAGAAGTCAGCTGTCACGGGGAAGGTG 
AGAGAGAGGATGCTAAGCTTCCTACTCACTTTCTCCTAGCCAGCCTGGACTTTGGAGCGTGG 
GGTGGGTGGGACAATGGCTCCCCACTCTAAGCACTGCCTCCCCTACTCCCCGCATCTTTGGG 
GAATCGGTTCCCCATATGTCTTCCTTACTAGACTGTGAGCTCCTCGAGGGGGGGCCCGGTAC 
CCAATTCGCCCTATAGTGAGTCGTA 
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FIGURE 125 

MDPARKAGAC^IWTAGWIJJJ,LLRGGAQALECYSCVQKADIX3CSPNKMKTVKCAPGVDVCT 
EAVGAVBTIHGQFSLAVRGCGSGLPGKNDRGLDLHGIJ^FIQLQQCAQDRCNAKLNLTSRAL 
DPAGNESAYPPNGVECYSC^GLSREACQGTSPPWSCYNASDHVYKGCFDGNVTLTAANVTV 
SLPVRGCVQDEFCTRDGVTGPGFTLSGSCCQ6SRCMSDLRNKTYFSPRIPPLVRLPPPBPTT 
VASTTSVTTSTSAPVRPTSTTKPMPAPTSQTPRQGVEHEASRDEEPRLTGGAAGHQDRSNSG 
QYPAKGGPQQPHNKGCVAPTAGLAALLLAVAAGVLL 
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FIGURE 126 

C6GGACTCGGCGGGTCCTCCTGGGAGTCTCGGAGGGGACCGGCTGTGCAGAC6CCATGGAGT 
TGGTGCTGGTCTTCCTCTGCAGCCTGCTGGCCCCCATGGTCCTGGCCAGT 
GAGAAGGAAATGGACCCTTTT(^TTATGATTACCAGACCCTGAGGATTGGGGGACTGGTGTT 
CGCTGTGGTCXZrCTTCT^ 

TCAATCAGAAGCCCCGGGCCCCAGGAGATGAGGAAGCCCAGGTGGA 
AATC£AAGAGAGCCCGAGAAG 
A CCTGAGGCGGCTGCTTGAACCTTTGG^ 
AGCJ!ACAGCCCTTTCCCCAGGAGAAGCCAAGAACrre 
ACACCATTCCTCXAC^ 

GCO^CCTCCCGTGATGTGTGTGTGTGTGTGTGTGTGTGACTGTCT 

GTCTTTGTGGCTACTTGTTTGTGGATGGTATTGTGTTTGTTAGTGAACTGTGGACTC 

CCCAGGCAGGGGCTGAGCCACATGGCCATCTGCTCCTCCCTGCCC^ 

CTTCTGCTCCTAGGAGGCTGCTTGTTGCCCGAGACCAGCCCCCTCCCCTGATTTAGGGATGC 
GTAGGGTAAGAGCACGGGCAGTGGTCTTCAGTCGTCTTGGGACCTGGGAAGGTTTGCAGCAC 
TTTGTCATCATTCTTCATGGACTCCTTTCACTCCTTTAACAAAAACCTTGCTTCCTTATCCC 
ACCTGATCCCAGTCTGAAGGTCTCTTAGCAACTGGAGATACAAAGCAAGGAGCTGGTGAGCC 
CAGCGTTGACGTCAGGCAGGCTATGCCGTTCCGTGGTTAATTTCTTCCCAGGGGCTTCCACG 
AGGAGTCCCCATCTGCCCCGCCCCTTCACAGAGCGCCCGGGGATTCCAGGCCCAGGGCTTCT 
ACTCTGCCCCTGGGGAATGTGTCCCCTGCATATCTTCTCAGCAATAACTCCATGGGCTCTGG 
GACCCTACCCCTTC(^CCTTCCCTGCTTCTGAGACTT(^TCTACAGCC(^GCTCATCCAG 
ATGCAGACTACAGTCCCTGCAATTGGGTCTCTGGCAGGCAATAGTTGAAGGACTCCTGTTCC 
GTTGGGGCCAGCACACCGGGATGGATGGAGGGAGAGCAGAGGCCTTTGCTTCTCTGCCTACG 
TCCCCTTAGATGGGCAGCAGAGGCAACTCCCGCATCCTTTGCTCTGCCTGTCGGTGGTCAGA 
GCGGTGAGCGAGGTGGGTTGGAGACTCAGCAGGCTCCGTGCAGCCCTTGGGAACAGTGAGAG 
GTTGAAGGTCATAACGAGAGTGGGAACTCAACCCAGATCCCGCCCCTCCTGTCCTCTGTGTT 
CCCGCGGAAACCAACCAAACCGTGCGCTGTGACCCATTGCTGTTCTCTGTATCGTGATCTAT 
CCTCAACAACAACAGAAAAAAGGAATAAAATATCCTTTGTTTCCT 
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MELVLVFLCSLLAPMVLASAAEKEKEMDPFHYDYQTLRIGGLVFAWLFSVGILLILSRRCK 
CS FNQKPRAPGDEEAQVENLITANATE PQKQRTEVQPSGGSLWNLRRLLE PLDANVQA 
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AAACTTGACGCCASSAAGATCCCGGTCCTTCCTGCCGTGGTGCTCCTCTCCCTCCTGGTGCT 
CCACTCrTGCCCAGGGAGCCACCCTGGGTGGTCCTGAGGAAGAAAGCACCATTGAGAATTATG 
CGTCACGACCCGAGGCCTTTAACACCCCGTTCCTGAACATCGACAAATTGCGATCTGCGTTT 
AAGGCTGATGAGTTCCTGAACTGGCACGCCCTCTTTGAGTCTATCAAAAGGAAACTTCCTTT 
CCTCAACTGGGATGCCTTTCCTAAGCTGAAAGGACTGAGGAGCGCAACTCCTGATGCCCAGI 
S^CATGACCTCCACTGGAAGAGGGGGCTAGCGTGAGCGCTGATTCTCAACCTACCATAACT 
, CTTTCCTGCCTCAGGAACTCCAATAAAACATTTTCCATCCAAA 
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MKIPVLPAVVLLSLLVLHSAQGATLGGPEEESTIENYASRPEAFNTPFLNIDKLRSAFKADE 
FLNWHAL FES I KRKLPFLNWDAFPKLKGLRSAT PDAQ 
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CAGTTCTGAAATCAATGGAGTTAATTTAGGGAATACAAACCAGCCATGGGGGTGGAGATTGC 
CTTTGCCTaVGTGATTCTCACCTGCCTCT^ 

TTCTCCAGCCAGTTCCAACTCAGGAGACAGGTCCCAAGGCCATGGGAGATCTCTCCTGTGGC 
TTTGCCGGCCACTCAIG^GAGTGTTTTTGTGTAAAGTATTTTTTAGAATACTGTTGACTTCT 
TCATGATTTAATAACCATCCTTTGCGAAGTTTTATGAGGCTTTAGGGGAATGTCAACCCTCA 
AATTTTTGTTATACTAGATGGCTTCCATTTACCCACCACTATTTTAAGGTCCCTTTATTTTT 
m AGGTTCAAGGTTCATTTGACTTGAGAAAGTGCCCTTCTGCAGCTTCATTGATTTTGTTTATC 
TTCACTATTAATTGTAACGATTAAAAAAGAATAAGAGCACGCAGACCTCTAGGAGAATATTT 
TATCCCTGGGTGCCCCTGACACATTTATGTAGTGATCCCACAAATGTGATTGTTAATTTAAA 
TGTTATTCTAATATTAGTACATTCAGTTGTGATGTAATATGAATAACCAGAATCTATTTCTT 
AAAAGTTTTGAGTATATTTTTCAACTAGATATTTGTATAGAAAGACTGAATAGTGATG 



WOWV73454 PCT/DS00/08439 
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FIGURE 131 

MGVE 1AFASVI LTCLSLLAAGVSQ WLLQPVPTQETG PKAMG DLSCGEAGHS 
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FIGURE 132 

(KS<^y^TCTGCAGTAGGTCTGCCGGC 

GCTGCTGTTGTTCCTCCTGCCCT 

AAGTATOTATTGACCAAATTAACAGGTCTT^ 

TGCAGCTGCTACCATGGTGTCATAGAAGAGGATCTAACTCCT^ 

GAAGATGATGGCAGAGGTAGTCAGACGGAAGCTAGGGACC^ 

GACTGTACCGGGAAAATGACTGCATGTTCCCCTC^GGTGTAGTGGTGTTGAGCACTTTATT 
M TTGGAAGTGATOaSGCGTCTCCCTGACATGGAGATGGTGATCAATCT 
GGTTCCTAAATGGATGGAGCCTGCX^TCC^ 
ATGATATC^TGTATCCTGCTTGGACATTTTGGGAAGG 
CCTACAGGTCTTGGACGGTGGGACCTCTTCAGAGAAGATCTGGTAAGCT 
GCCATGGAAAAAGAAAAACTCTACAGCATATTTCCGAGGATCAAGGACAACT 
ATCCTCTC^TTCTTCTGTCTCGGAAAAACCCAAAACTTGTTGATGCA 
(^GGCCTGGAAATCTATGAAAGATACCTTAGGA^GCCAGCTGCTAAGGATGTCCATCTTGT 
GGATCACTGCAAATACAAGTATCTGTTO 

AACACCTCTTCCTGTGTGGCTCACTTGTTTTCCATGTTGGTGATGAGTGGCTAGAATTCTTC 
TATCCACAGCTGAAGCCATGGGTTCACTATATCCCAGTCAA/yVCAGATCTCTCCAATGTCCA 
AGAGCTGTTACAATTTGTAAAAGCAAATGATGATGTAGCTCAAGAGATTGCTGAAAGGGGAA 
GCCAGTTTATTAGGAACCATTTGCAGATGGATGACATCACCTGTTACTGGGAGAACCTCTTG 
AGTGAATACTCTAAATTCCTGTCTTATAATGTAACGAGAAGGAAAGGTTATGATCAAATTAT 
TCCCAAAATGTTGAAAACTGAACTA^^AGTCATCATAGGACCATAGTCCTCTTTGTGGCA 
ACAGATCTCAGATATCCTACGGTGAGAAGCTTACCATAAGCTTGGCTCCTATACCTTGAATA 
TCTGCTATCAAGCCAAATACCTGGTTTTCCTTATCATGCTGCACCCAGAGCAACTCTTGAGA 
AAGATTTAAAATGTGTCTAATACACTGATATGAAGCAGTTCAACTTTTTGGATGAATAAGGA 
CCAGAAATCGTGAGATGTGGATTTTGAACCCAACTCT^ 

ACAGCTTGTGCCTCAGAT<^TC(^CCTGTGTGAGTCCATCACTGTGAAATTGACTGTGTCCA 
TGTGATGATGCCCTTTGTCCCATTATTTGGAGCAGAAAATTCGTCATTTGGAAGTAGTACAA 
CTCATTGCTGGAATTGTGAAATTATTCAAGGCGTGATCTCTGTCACTTTATTTTAATGTAGG 
' AAACCCTATGGGGTTTATGAAAAATACTTGGGGATCATTCTCTGAATGGTCTAAGGAAGCGG 
TAGCCATGCCATGCAATGATGTAGGAGTTCTCTTTTGTAAAACCATAAACTCTGTTACTCAG 
GAGGTTTCTATAATGCCACATAGAAAGAGGCCAATTGCATGAGTAATTATTGCAATTGGATT 
TCAGGTTCCCTTTTTGTGCCTTCATGCCCTACTTCTTAATGCCTCTCTAAAGCCAAA 
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MEWWASSPLRLWLLLFLLPSAQGRQKESGSKWKVFIDQINRSLENYEPCSSQNCSCYHGVIE 
EDLTPFRGGISRKMMAEWRRKLGTHYQITKNRLYRENIX^MFPSRCSGVEHFILEVIGRLPD 
MEMVINVRDYPQVPKWMEPAIPVFSFSKTSBYHDIMYPAWTFWBGGPAVWPIYPTGLGRWDL 
FREDLVRSAAQWPWKKKNSTAYFRGSRTSPERDPLILLSRKNPKLVDAEYTKNQAPJKSMKDT 
LGKPAAKDVHLVDHCKYKYLFNFRGVAASFRFKHLFLCGSLVFHVGDEWLEFFYPQLKPWVH 
YIPVKTJ)LSNVQFJJiQFVKANDDVAQEIAERGSQFIRNHLG^DDITCYWENLLSEYSKFLSY 
NVTRRKG YDQI I PKMLKTEL 
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FIGURE 1,34 

OKXCCTCCATTTCTCGCCJggGCCCCTGCAC^^ 
TCAXCCTGGCCTTTGGC&C£GGAGTGGAGTTCGTGCGCTO^ 

GGAGGGATCCCGGAGTCTGGTGGTCCG6ATGCCCGCCAGGGATGGCTGGCTGCCCTGCAGGA 
CCGCAG(^TCCTTGCCCCCCTGGCATGGGATCTGGGGCTCCTGCTTCTATTTGTTGGGCAGC 

AGGTCACTGTATGTGGCCTGCACTGGCCTGGCCTTGCAGCTGGTGATGCGGTACTGGGAGCC 
a CATACCCAAAGGCCCTGTGTTGTGGGAGGCTCGGGCTGAGCCATGGGCCACCTGGGTGCCGC 
TCCTCTGCTrTTGTGCTCCATGTCATCTCCTGGCTCCTGA 

GACTATGC^GAGCTCATGGGCCTCAAACAGGTATACTACCATGTGCTGGGGCTGGGCGAGCC 
TCTGGCCCTGAAGTCTCCCCXsGGCTCTCAGACTCTTCTCCCACCTGCGCCACCGAGTGTGTG 
TGGAGCTGCTGACAGTGCTGTGGGTGGTGCCTACCCTGGGCACGGACCGTCTCCTCCTTGCT 
TTCCTCCTTACCCTCTACCTGGGCCTGGCTCACGGQCTTGATCAGCAAGACCTCCGCTACCT 
CCG6GCCCAGCTACAAAGAAAACTCCACCTGCTCTCTCGGCCCCAGGATGGGGAGGCAGAGS 
jaGGAGCTCACTCTGGTTACAAGCCCTGTTCTTCCTCTCCCACTGAATTGTAAATCCTTAAC 
ATCCAGGCCCTGGCTGCTTCATGCCAGAGGCCCAAATCCATGGACTGAAGGAGATGCCCCTT 
CTACTACTTGAGACTTTATTCTCTGGGTCCAGCTCCATACCCTAAATTCTGAGTTTCAGCCA 
CTGAACTCCAAGGTCCACTTCTCACCAGCAAGGAAGAGTGGGGTATGGAAGTCATCTGTCCC 
TTCACTGTTTAGAGCATGACACTCTCCCCCTCAACAGCCTCCTGAGAAGGAAAGGATCTGCC 
CTGACCACTCCCCTGGCACTGTTACTTGCCTCTGCGCCTCAGGGGTCCCCTTCTGCACCGCT 
GGCTTCCACTCCAAGAAGGTGGACCAGGGTCTGCAAGTTCAACGGTCATAGCTGTCCCTCCA 
GGCCCCAACCTTGCCTCACCACTCCCGGCCCTAGTCTCTGCACCTCCTTAGGCCCTGCCTCT 
GGGCTCAGACCCCAACCTAGTCAAGGGGATTCTCCTGCTCTTAACTCGATGACTTGGGGCTC 
CCTGCTCTCCCGAGGAAGATGCTCTGCAGGAAAATAAAAGTCAGCCTTTTTCTAAAAAAAA 
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FIGURE 135 

MAPALLLI PAALAS FI LAFGTGVEFVRFTSLRPLLGGI PESGG P DARQGWLAALQDRS I LAP 
LAWDI£LLLLFVGQHSIMAAERV^^ 

LWEARAEPWATWVPLLCFVLHVISWLLI FS ILLVFDYAELMGLKQVYYHVLGLGEPLALKSP 

RALRLFSHIJUIPVCVELLTVLWWPTLGTDRLLLA 

KLHLLSRPQDGEAE 

^ Signal sequence: 
amino acids 1-13 

ft* an sm euilMc spe domains : 

amino acids 58-76, 99-113, 141-159, 203-222 

H-myristoylation sites: 

amino acids 37-43, 42-48, 229-235 
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136/330 
FIGURE 136 

CCGAGCACAGGAGATTGCCTGCGmAGGAGGTGGCTGCGTTGTGGGAAAAGCTATCAAGGA 
AGAAATTGCCiUACCATGTCTTTTTTTCTGTTTT(^6AGTAGTTCACAACAGATCTGAGTCT 
TTTAATTAAGCATGGAATACAGAAAACAACAAAAAA^ 

CCACAGTTTTCTTAGCTCCCTGGAGCCGGTTGACCTGTTGGCTCTTGGCGCTGGCTGCTCTA 
TCACGTGCTGCTCTCCGACTACTGACCCCGAGTGTAftAGAACCTTCGGGTCGCGTGCTTCTG 

agctgctgtggmsgcctcggctctctggactgtccttccgagtaggatgtcactgagatcc 
ctca2^tggagcctcctgctgctgtcactcx:tgagtttctttgtgatgtggtacctcaggct 
tcccxactacaatgtgatagftacgcgtgaactggatgtacttctatgagtatgagccgattt 
acagacaagagtttcacttcacacttcgagagcattcaaactg 

CTGGTCATTCTGGTGACCTCCCACCCTTCAGATGTGAAAGCCAGGCAGGCCATTAGAGTTAC 
TTGGGGTGAAAAAAAGTCTTGGTGGGGATATGAGGTTCTTACATTTTTCTTATTAGGCCAAG 
AGGCTGAAAAGGAAGACAAAATGTTGGCATTGTCCTTAGAGGATGAACACCTTCTTTATGGT 
GACATAATCCGACAAGATTTTTTAGACACATATAATAACCTGACCTTGAAAACCATTATGGC 
ATTCAGGTGGGTAACTGAGTTTTGCCCCftATGCCAAGTACGTAATGAAGACAGACACTGATG 
TTTTCATCAATACTGGCAATTTAGTGAAGTATCTTTTAAACCTAAACCACTCAGAGAAGTTT 
TTCACAGGTTATCCTCTAATTGATAATTATTCCTATAGAGGATTTTACCAAAAAACCCATAT 
TTCTTACCAGGAGTATCCTTTCAAGGTGTTCCCTCCATACTGCAGTGGGTTGGGTTATATAA 
TGTCCAGAGATTTGGTGCCAAGGATCTATGAAATGATGGGTCACGTAAAACCCATCAAGTTT 
GAAGATGTTTATGTCGGGATCTGTTTGAATTTATTAAAAGTGAACATTCATATTCCAGAAGA 
CACAAATCTTTTCTTTCTATATAGAATCCATTTGGATGTCTGTCAACTGAGACGTGTGATTG 
CAGCCCATGGCTTTTCTTCCAAGGAGATCATCACTTTTTGGCAGGTCATGCTAAGGAACACC 
ACATGCCATTATTAACTTCACATTCTACAAAAAGCCTAGAAGGACAGGATACCTTGTGGAAA 
GTGTTAAATAAAGTAGGTACTGTGGAAAATTCATGGGGAGGTCAGTGTGCTGGCTTACACTG 
AACTGAAACTCATGAAAAACCCAGACTGGAGACTGGAGGGTTACACTTGTGATTTATTAGTC 
AGGCCCTTCAAAGATGATATGTGGAGGAATTAAATATAAAGGAATTGGAGGTTTTTGCTAAA 
GAAATTAATAGGACCAAACAATTTGGACATGTCATTCTGTAGACTAGAATTTCTTAAAAGGG 
TGTTACTGAGTTATAAGCTCACTAGGCTGTAAAAACAAAACAATGTAGAGTTTTATTTATTG 
AACAATGTAGTCACTTGAAGGTTTTGTGTATATCTTATGTGGATTACCAATTTAAAAATATA 
TGTAGTTCTGTGTCAAAAAACTTCTTCACTGAAGTTATACTGAACAAAATTTTACCTGTTTT 
TGGTCATTTATAAAGTACTTCAAGATGTTGCAGTATTTCACAGTTATTATTATTTAAAATTA 
CTTCAACTTTGTGTTTTTAAATGTTTTGACGATTTCAATACAAGATAAAAAGGATAGTGAAT 
CATTCTTTACATGCAAACATTTTCCAGTTACTTAACTGATCAGTTTATTATTGATACATCAC 
TCCATTAATGTAAAGTCATAGGTCATTATTGCATATCAGTAATCTCTTGGACTTTGTTAAAT 
ATTTTACTGTGGTAATATAGAGAAGAATTAAAGCAAGAAAATCTGAAAA 
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137/330 

FIGTOB 137 

MASALWTVLPSRMSLRSLKWSIJJJ.SLLSFEVMWYLSLPHYNVIERVNWMYFYEyEPIYRQD 

FHBTLREHSNCSHQNPFLVILVTSHPSDVKARQAIRVTWGEKKSWWGYEVLTFFLLGQEAEK 

EDKMLALSLEDEHLLYGDI IRQDFLDTYNNLTIJCTIMAFRWVTEFCPNMCYVMKTDTDVFIll 

TGNLVKYLLNLNHSEKFFTGYPLIDNYSYRGFYQKTHISYQ 

LVPRIYEMMGIWKPIKFEDfVYVGICI^LUCVNIHIPEDTNLFFLYRI 

FSSKEI ITFWQVMLRNTTCHY 
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138/330 
FIGURE 138 

CCTCTGTCCACTGCTTTCGTGAA^ 

GGAGTCTTTCTAGCTCCTGCCCTAGCTAACTATAATATCAACGTCAATGATGACAACAACAA 
TGCTGGAAGTGG(^GCAGTCAGTGAGTGTCAAC^TGAACACAATGTGGCCAATGTTGACA 
ATAACAACGGATGGGACTCCTGGAATTCCATCTGGGATTATGGAAATGGCTTTGCTGCAACC 
AGACTCTTTCAAAAGAAGACATGCATTGTGCACAAAATGAACAAGGAAGTCATGCCCTCCAT 
TCAATCCCTTGATGCACTGGTCAAGGAAAAGAAGCTTCAGGGTAAGGGACCAGGAGGACCAC 
CTCCCAAGGGCCTGATGTACTCAGTCAACCCAAACAAAGTCGATGACCTGAGCAAGTTCGGA 
AAAAACATTGCAAACATGTGTCGTGGGATTCCAACATACATGGCTGAGGAGATGCAAGAGGC 
AAGCCTGTTTTTTTACTCAGGAACGTGCTACACGACCAGTGTACTATGGATTGTGGACATTT 
CCTTCTGTGGAGACACGGTGGAGAACJAAACAATTTTTTAAAGCCACTATGGATTTAGTCAT 
CTGAATATGCTGTGCAGAAAAAATATGGGCTCCAGTGGTTTTTACCATGTCATTCTGAAATT 
TTTCTCTACTAGTTATGTTTGATTTCTTTAAGTTTCAATAAAATCATTTA 



i 
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139/330 

fiotrb iaa 

MKFT I VFAGLLGVFLAPALANYN IlfVNDDNNNAGSGQQSVSVNNBHNVANVDNNNGWDSWNS 
IWDYGNGFAATRLFQKKTCIVHECMNKEVMPSIQSLDALVKEKKLQGKGE^PPPKGLMYSVN 
PNKVDDLSKFGKNIANMCRGI PTYMAEEMQEASLFFYSGTCYTTSVLWIVDISrcGDTVEN 

Signal Peptide: 

amino acids 1-20 

H- myr ia toylation Sites: 

amino acids 67-72, 118-123, 163-168 

Flavodoxin protein homology: 

amino acids 156-174 
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140/330 
FIGURE 140 

CATTTCTGAAACTAATCGTGTCAGAATTGACT^ 

TTAACTTTTTAGGAGTAATTTCTAGTTT^ 

CTCATATATAGGAAAATCGCATATGGTCCT^^ 

TGAGTTAAGAGTTGTTATATGCTAGAAIATGAGGATGTGAATATAAATAAGAGAAGAAAA^ 

G^TAAAGTAGATTGAGTCTCCSUITTTTATGTAAGCCT 

CAAGCTTATAGTTGAAATATTT 

TTGTTCGATTTCAACCAGAGACTATAGCATGTGCTTGC^ 

CAGATTCCGTTGCCAACTCCTCCCCATTGGTTTCT 

CCAGGAAATCTGCATAGAAACACTTAGGCTTra 

TGGAAAAAGAAGTAGAAAAAAGAAAAGIAGCCTTACAAGM 

TTGAATCCGGATGGAACTCCAGCCCTTTCAACCCTGGGTGGATTTTCTCCAGCCT 

ATCATCACCAAGAGAAGTAAAAGCTGAAGAGAAAT^ 

TCAAAAAAGAACCTGAGGATAGACAAC^ 

GACAGCAAGAGAAGTAGAAATAGCAGAAGTGCAAGTCGATCGAGGTCAAGAACACGATCACG 
TTCTAGATCACATACTCCAAGAAGACACTATAATAATAGGCGGAGTCGATCTGGAACATACA 
GCTCGAGATCAAGAAGCAGGTCCCGCAGTCACAGTGAAAGCCCTCGAAGACATCATAATCAT 
GGTTCTCCTCACCTTAAGGCCAAGCATACCAGAGATGATTTAAAAAGTTCAAACAGACATGG 
TCATAAAAGGAAAAAATCTCGTTCTCGATCTCAGAGCAAGTCTCGGGATCACTCAGATGCAG 
CCAAGAAACACAGGCATGAAAGGGGACATCATAGGGACAGGCGTGAACGATCTCGCTCCTTT 
GAGAGGTCCCATAAAAGCAAGCACCATGGTGGCAGTCGCTCAGGACATGGCAGGCACAGGCG 
C35^TTTCTCTTCCTTTGAGCCTGCATCaGTTCTTGGTTTTGCCTATCTACAGTGTGATGT 
ATGGACTCAATCAAAAACATTAAACGCAAACTGATTAGGATTTGATTTCTTGAAACCCTCTA 
GGTCTCTAGAACACTGAGGACAGTTTCTTTTGAAAAGAACTATGTTAATTTTTTTGCACATT 
AAAATGCCCTAGCAGTATCTAATTAAAAACCATGGTCAGGTTCAATTGTACTTTATTATAGT 
TGTGTATTGTTTATTGCTATAAGAACTGGAGCGTGAATTCTGTAAAAATGTATCTTATTTTT 
ATACAGATAAAATTGCAGACACTGTTCTATTTAAGTGGTTATTTGTTTAAATGATGGTGAAT 
ACTTTCTTAACACTGGTTTGTCTGCATGTGTAAAGATTTTTACAAGGAAATAAAATACAAAT 
CTTGTTTTTTCTAAAAAAAAAAAAAAAAAAGT 
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141/330 
PieORB 141 

^DSLRTNVEVRFQPETIACACIYLAARAI^IPLPTRPHWFliLreTTEEEIQEICIETLRLY 
TRKKPNYEIJiEKEVEKRKVALQEAKLKAKGINPDGTPALSTLGGFSPASKPSSPREVKAEEK 
SPXSINVKTVKKEPEDRQQASKSPYNGVRKDSKRSRNSRSASRSRSRTRSRSRSHTPRRHYN 
NRRSRSGTYSSRSRSRSRSHSESPRRHHNHGSPHLKAKHTRDDLKSSNRHGHKRKKSRSRSQ 
SKSRDHSDAAKKHRHERGHHRDRRERSRSFBRSHKSKHHGGSRSGHGRHRR 
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142/330 
FIGURE 142 

TGGGGATAAAGGAAAAATGGT(^GGTATTAATGGCTTAAAGATTATTGGAAGGGGTTTATCA 
TTTTTTGAANNTATTCGGGTCANAATTGNCTTTGAAAAGCATTGCTTTTTA(^GAAATATAT 
TANCTTTTTAGAGTAATTTCTAGTTTGGATTGTAATATGAAATTATTTAAAAGGGCTTCGCT 
GATATATAGGAAAATCGCATATGGTCCTAGTATTAAATTNTTATTGCTTACTGATTTTTTTG 
AGTTAAGAGTTGTTATATGNTAGAATATGAGGATGTGAATATAAATAAGAGAAGAAAAAAGA 
ATAAAGTAGATTGAGTCTCCAATTTTATGTAAGCTTCAGAAGAACTGGTTTGTTTACATGCA 
4 AGCTTATAGTTGAAATATTTTTCAGGAATTACATGAATGACAGTCTTCGAACCAATGTGTTT 
GTTCGATTTCAACC3W»GANTATAG<aTGTGCTTGCATCTACCTTGCA^ 
GATTCCGTTGCCAACTNGTCCCCATTGGTTTCl M fCriWrGGTACTA(^GAAGAGGAAATCC 
AGGAAATNTGCATAGAAACACTTAGGCTTTATACCAGAAAAAAGCCAAACTATGAATTACTG 
GAAAAAGAAGTAGAAAAAAGAAAAGTAGCCTTACAAGAAGCCNAATTAAAAGCAAAGGGATT 
GAATCCGGATGGAACTCCAGCCCTTTCAACCCTGGGTGGATTTTCTCC 



WO 00/73454 



PCI7US0O/08439 



143/330 
FIGURE 143 

GGCACGAGGCCTCGTGCCAAGCTTGGCACGAGGGTGCACCGCGTTCTCGCACGCCT 

GGTCCTCGGAGTACAGCTGGTGGTGACCCTGCTCACTGCCACCCTCATGCACAGGCTGGCGC 

CACACTGCTCCTTCGCGCGCTGGCTGCTCTGTAACGGCAGTTTGTTCCGATACA^ 

TCTGAGGAGGAGCTTCGGGCCCTGGCGGGGAAGCCGAGGCCCAGAGGCAGGZUUU^GCGGTG 
GGCC^TGGCCTTAGTGAGGAGAAGCCACTGTCTGTGCCC 

AGACCTGCCCCCTCACGAC^GTGGATGCCCTGGTCCTGCGCTTCTTCCTGGAGTACCAGTGG 
# TTTGTGGACTTTGCTGTCTACTCGGGCGGCGTGTACCTCTTC^ 
GCTGGGACCAGCCAAGGAGACTAACATTGCTGTGTTCTGGTGCCTGCT^ 
CCATCAAGATGTTCCTGACAGTGACAO^^ 

TCTGTCTGCCTCACCTTTGCCTTCCTCTTCCTGCTGCTGGCCATGCTGGTGCAAG^ 
GGAGGAGACCCTCGAGCTGGGCCTGGAGCCT^^ 

CACTTCTGAAGAAGCAGGGCTGGGACTGGGCGCTTCCTGTGGCCAAGCTGGCTATCCGCGTG 

GGACTGGCAGTGGTGGGCTCTGTGCTGGGTGCCTTCCTCACCTTGCCAGGCCTGCGGCTGGC 

CCAGACCCACCGGGACGCACT6ACCATGTCGGAGGACAGACCCATGCTGCAGTTCCTCCTGC 

ACACCAGCTTCCTGTCTCCCCTGTTCATCCTGTGGCTCTGGACAAAGCCCATTGCACGGGAC 

TTCCTGCACCAGCCGCCGTTTGGGGAGACGCGTTTCTCCCTGCTGTCCGATTCTGCCTTCGA 

CTCTGGGCGCCTCTGGTTGCTGGTGGTGCTGTGCCTGCTGCGGCTGGCGGTGACCCGGCCCC 

ACCTGCAGGCCTACCTGTGCCTGGCCAAGGCCCGGGTGGAGCAGCTGCGAAGGGAGGCTGGC 

CGCATCGAAGCCCGTGAAATCCAGCAGAGGGTGGTCCGAGTCTACTGCTATGTGACCGTGGT 

GAGCTTGCAGTACCTGACGCCGCTGATCCTCACCCTCAACTGCACACTTCTGCTCAAGACGC 

TGGGAGGCTATTCCTGGGGCCTGGGCCCAGCTCCTCTACTATCCCCCGACCCATCCTCAGCC 

AGCGCTGCCCCCATCGGCTCTGGGGAGGACGAAGTCCAGCAGACTGCAGCGCGGATTGCCGG 

GGCCCTGGGTGGCCTGCTTACTCCCCTCTTCCTCCGTGGCGTCCTGGCCTACCTCATCTGGT 

GGACGGCTGCCTGCCAGCTGCTCGCCAGCCTTTTCGGCCTCTACTTCCACCAGCACTTGGCA 

GGCTCCaSGTGCCTGCAGACCCTCCTGGGGCCCTGAGGTCTGTTCCTGGGGCAGCGGGACA 

CTAGCCTGCCCCCTCTGTTTGCGCCCCCGTGTCCCCAGCTGCAAGGTGGGGCCGGACTCCCC 

GGCGTTCCCTTCACCACAGTGCCTGACCCGCGGCCCCCCTTGGACGCCGAGTTTCTGCCTCA 

GAACTGTCTCTCCTGGGCCCAGCAGCATGAGGGTCCCGAGGCCATTGTCTCCGAAGCGTATG 

TGCCAGGTTTGAGTGGCGAGGGTGATGCTGGCTGCTCTTCTGAACAAATAAAGGAGCATGCC 
GATTTTTAA 
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144/330 
FIGURE 144 

MAVI^QLVVTl^TATIJ^HRIAPHCSFZUlWIJ^GSLFRYFaiPSEEELRALAGKPRPRG^ 

RWANGLSEEKPLSVPRDAPFC2LETCPLTTVDALVLRFFLEYQWFVDEAVYSGGVYLFTEAYY 
YMIfiPAKETNIAVfTICLLTVTFSIKMFLTV^^ 

VREETLELGLEPGXASMTQNLEPLLKKQGWDWA^^ 

IAQTHRDALTMSEDRPMI^FIiHTSFl»SPLFILWLWTKPIARDFLHQPPFGETRFSLLSDSA 
FDSGRLWIiVVLCLIJtfAVTRPHLQAYLCIAKA^ 

s VVSLQYLTPLILTLNCTIXLKTLGGYSWGLGPAPLLSPDPSSASAAPIGSGEDEVQQTAARI 
AGALGGIJ*TPLFLRGVLAYLIWWTAACQLLASLFGLYFHQHLftGS 
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145/330 



CX3TTNGCACGCGTCAATGGCGGTCCTa^GTACAGCTGGTGGTGACCCT^ 
CCTCATG^CAGGCTGGCGCCACACT^ 

T6TTCCGATAG^GCACCCGTNTTGAGGAGGAGCTTCGGGCGCTG<XGGGGAAGCCGAGGCC 
CaG^GGCAGGaAaGAGCGGTGGGCCAATGGCCTTAGTG^ 

GAGATGCCCCGTTCCAGCTGGAGACCTGCCCCCTCACGACCGTGGATGCCCTGGTCCTGCGC 
TTOTCXTGGAGTACCAGTGGTraGTGG^ 
t CACAGAGGCCTAC T ACT ACAl'GCT GGGACCAGCCAAGGAGACT AACATTGCTGT GTT CT G GT 
GCCTGCTCACAGTGACCTTCTCC^TCAAGATGTTCC^ 

GCCGAGGAGGGGGGTGAGCGCTCTGTCTGCCTOICCTTTGCGTTC 
CATGCTGGTGCAAGCG 



9 
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146/330 

GGTTCXJTMATCCTCTCATCTC 

AATCTGA AGGTT CTCAGTCAAATTCTTTGTGATCT 

raGGCTGGrTTGGGCCCTTGTAGCTGACA^ 

COTOTGTTCKrrGGTCTTGa^ 

TATTGRGAAeTCTGTAAAGGTGCCTCCGACT 

TCCMaCGGCTGTGCGAGCCTC^^ 

TGAOUaCCUUXX^GGCCT^ 

CTGGftCTCTGGCCG g^ 

AAAMraAATCG&GCTTTGA^ 

GCAGGGAAAATTCTGAAAAOICGACTGC^^ 

A!TPACCAGCATCAAGAXCAATCGAGTAGAT<^^ 

CCCfcCTGGTCCAXATCATTA^^ 

CftfigCCTGCCAGGTGCTGTGGC^^ 

GG&taCCEACAGAGCCCGAfiA^ 

^AMUUSGGTGCGCAAGGTCGaTGftGOCTGGGGT^^ 

<^GGTCAGCTTCftGGAGAATGACCGT^ 

TGCGGCTCATCTGATTCAGGCCAGTGAAAGACGTGOT 

CCCAAGCCCXTCXIATCCTACAATTACPTCrrCATGAGA 
CGGOtfGACaSTCGOVGGGGGAGa^^ 

GAGGAGTCATAAGCAGAGATGGAAGAATAAAAAGAGGTGAG^^ 

GAGGTCAGCCGGAGTGAGGCAGTGGCATTATTGAAAAGAACATCATC 

CAAAGAGTATGAGCGCCAGGAAGACTGCAGCAGCCC^^ 

GTGACTGGTCCCX^TCCTGGGTC^TGTGGCTGGAATTACCACGGT 

CGAAGAAACACAGCTGGAAGTCTGGGCTTCTGCATTGTAGGAGGTTATGAAGAATACAA 

TTTCATCAAATCC2\TTGTTGAAGGAACACCAGCATACAATGATGGAA 

CTGTCAATGGTAGAAGTAGATCAGGAATGATACATGCTTGCT 

ATTACTCTAACTATOGTTTCTTGGC^ 

TCACAAATAGGCTAAGAAGTTGAAACACTATATTTATCTTGTCAGTTTTTATATTTAAA 

AAAAATGTCAGGAAAAGTATGATCATCTAATGAAAGCC^^ 

AAACTACTAGTTTTTTTTC^GTGTGGAGGATTTCTCATTACT^ 

AAAAAGCCCTAAAACAACTAAAATGATTGATTTGTATACCCCACTGAATTCAAGCT 

GGTATATGCTGAAGTCTGCCAAGGGTACATTATGGCX^TTTTTAATTC 

TTGCTGAGAAACGTTGCTTTCATCAAACAAGAATAAATATTTTTCAGA 
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147/330 
FIGURE 147 

MKAIiLLVLPWLSPANYIDNVGNLHFLYSELCKGASHYGLTKDRKRRSQDGCPIX^ASLTAT 

APSPEVSAAATISLMTDEPGLDNPAYVSSAEDGQPAISPVDSGRSNRTRARPFERSTIRSRS 

FKKINRALSVLRRTKSGSAVANHAIX^RENSENTTAPEVFPRLYHLIPDGEITSIKINRVDP 

SESLSIRLVGGSETPLVHI I IQHI YRDGVIARDGRLLPGDI ILKVNGMDI SNVPHN YAVRLL 

RQPCQVLWLTVMREQKFRSRNNGQAPDAYRPRDD$FHVILNKSSPEEQLGIKLVRKVDEPGV 

FI FNVLDGGVAYRHGQLEENDRVLAINGHDLRYGS PESAAHLIQASERRVHLWSRQVRQRS 

m PDIF^EAGWNSNGSWSPGPGERSNTPKPIJIPTITCHEKVVNIQKDPGESLGMTVAG 

WDLPIYVISVEPGGVISRDGRIKTGDIIIJWDGVELTEVSRSEAVAIJ^ 

KEYEPQEDCSSPAALD^HNMAPPSDWSPSWVMWI^LPRCn^YNCKDIVLRRNTAGSI/SFCIV 

GGYEEYNGNKPFFIKSIVEGTPAYNDGRIRCGDILLAVNGRSTSGMIHACLARLLKELKGRI 
TLTIVSWPGTFL 
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148/330 



CCAI^GTGATC^TTTGAAAAAGAGATATCCACATCTT^ 
GCACAGGGC&GCTTTACTTACTCCAGCACCTTCCTG^ 

TTGGGATACAATCTCATGGATACGAGGTTTTTAACATCATCAGCCCAAGCAACAATGGTGGC 
AATGTTCAG<^GACAGTGACAATTGATAATGAAAAAAATACCG<XATCGTTAACATCCATGC 
AGGATCATGCTCTTCTACCACAAW^ 

TCTCCCGAAGAGCCTGCTTTATCCTGAAGATGGACCATCAGAACATCCCT^ 
M CTCCAATGGTAC^TCTATGAGAAACAGGCTCTGGACAACAT^^ 

GGTC^AGTAC^CCCTCTGGAGTCTCTGATCAAAGACGTGGATTGGTTCCTGC^GGGTCAC 
CCATTGAGAAACTCTGCAAACATATrcCTTTGTATAAGGGGGAAGTGGTTGAAAA(^CACAT 
AATGTCGGTGCTGGAGGCTGTGCAAAGGCTGGGCTCCTGGGCATCTTGGGAATTTCAATCTG 
TGCAGACATTCATGTTSftSGATGATTAGCCCTCTTGTTTTATCTTTTCAAAG/iAATACATCC 
TTGGTTTAC^CTC^AAAGTCT^TTAAATTCTTTCCCAATGCCCCAACTAATTTTGAGATTC 
AGTCAGAAAATATAAATGCTGTATTTATA 
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149/330 
FIGURE 149 

MKILVAFLVVLTIFGIQSHGYEVFNIISPSNNGGNVQETVTIDNEKNTAIVNIHAGSCSSTT 
IFDYKHGYIASRVLSRRACFILKMDHQNIPPLNNLQWYiyEKQALDNMFSNKYTWVKYNPLE 
SLIKDVDWFLLGSPIEKLCKHIPLYKGEVVENTHNVGAGGCAKAGLLGILGISICADIHV 
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150/330 
FIGURE 150 

GGCAC^GCCaGGAACTAGGAGGTTCTC^CTGCCGGAGCAGAGGCCCTACACCCACCGAGGC 

SSSGGGCTCCCTGGGCTGTTCTGCTTGGCCGTGCnX^^ 

GGAGGAAGAAATTACCCCTGTGGTCTCCATTGCCT^^ 

GCCGCTGGGTGCTCATAACCTGCTGTGCACCCCAGCCACCACCGCCCATCACCTATTCCCTC 
TGTGGAACCAAGAACATCAAGGTGGCCAAGAAGGTGGTGAAGACCCACGAGCCGGCCTCCTT 
CAACCTCAACGTCACACTCAAGTC<^GTCCAG^ 

# CCACCTCAGGTGCCCATGTGGACAGTGCCAGGCTACAGATGCACTGGGAGCTGTGGTCCAAG 
CCAGTGTCTGAGCTGCGGGCCAACTTCACTCTGCAGGACAGAGGGGCAGGCCCCAGGGTGGA 
GATGATCTGCCAGGCGTCCTCGGGCAGCCCACCrATCACCAACAGCCTGATCGGGAAGGATG 
GGCAGGTCCACCTGCAGCAGAGACCATGCCACAGGCAGCCTGCCAACTTCTCCTTCCTGCCG 
AGCCAGACATCGGACTGG1TCTGGTGCCAGGCTGCAAACAACGCCAATGTCCAGCACAGCGC 
CCTCACAGTGGTGCCCCCAGGTGGTGACCAGAAGATGGAGGACTGGCAGGGTCCCCTGGAGA 
GCCCCATCCTTGCCTTGCCGCTCTACAGGAGCACCCGCCGTCTGAGTGAAGAGGAGTTTGGG 
GGGTTCAGGATAGGGAATGGGGAGGTCAGAGGACGCAAAGCAGCAGCCATGSfiAATGAACC 
GTCCAGAGAGCCAAGCACGGCAGAGGACTGCAGGCCATCAGCGTGCACTGTTCGTATTTGGA 
GTTCATGCAAAATGAGTGTGTTTTAGCTGCTCTTGC^CAAAAAAAAAAAAAAAAAAAAAAA 
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151/330 
FIGURE 151 

MGLPGLPCLAVLAASSE^KAREEEITPWSIAYKVLEVFPKGRWVLITCCAPQPPPPITYSL 
CGTKNIKVAKKWKTHEPASF1TLNVTLKSSPDLLTYFCRASSTSGAHVDSARLQMHWELWSK 
PVSBLRAHFTLQDRGAGPRVEMICQASSGSPPITNSLIGKDGQVHLQQRPCHRQPANFSFLP 
SQTSDWFWCQAANNANVQHSALTWPPGGDQKMEDWQGPLESPILALPLYRSTRRLSEEEFG 
GFRIGNGEVRGRKAAAM 

Signal Peptide: 
amino acids 1-18 

N-glycosylation Sites: 

amino acids 86-89, 132-135, 181-184 
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152/330 
FIGURE 152 

GGTCCTTA^EGGCAGCAGCCGCCGCTACCAAGATCCTTCTGTGCCTCCCGCTTCTGCTCCTG 

CTGTCCGGCTGGTCCCGGGCTGGGCGAGCCGACCCTCACTCTCTTTGCTATGACATCACCGT 

CATCCCTAAGTTCAGACCTGGACCACGGTGGTGTGCGGTTCAAGGCCAGGTGGATGAAAAGA 

CTTTTCTTCACTATGACTGTGG(^a\AGAa\GTCAC^CCTGTC^GTCCCCTGGGGAAGAAA 

CTAAATGTCACAACGGCCTGGAAAGCACAGAACCCAGTACTGAGAGAGGTGGTGGACATACT 

TACAGAGCAACTGCGTGACATTCAGCTGGAGAATTACACACCCAAGGAACCCCTCACCCTGC 

AGGCAAGGATGTCTTGTGAGCAGAAAGCTGAAGGACACAGCAGTGGATCOT 

TTCGATGGGCAGATCTTCCTCCTCTTTGACTCAGAGAAGAGAATGTGGACAACGGTTCATCC 

TGGAGCCAGAAAGATGAAAGAAAAGTGGGAGAATGACAAGGTTGTGGCCATGTCCTTCCATT 

ACTTCTCAATGGGAGACTGTATAGGATGGCTTGAGGACTTCTTGATGGGCATGGACAGCACC 

CTGGAGCCAAGTGCAGGAGCACCACTCGCCATGTCCTCAGGCACAACCCAACTCAGGGCCAC 

AGCXIACCACCCTCATCCTTTGCTGCCTCCTC^TCATCCTCCCCTGCTTCATCCTCCCTGGCA 

TCTGAGGAGAGTCCTTTAGAGTGACAGGTTAAAGCTGATACCAAAAGGCTCCTGTGAGCACG 

GTCTTGATCAAACTCGCCCTTCTGTCTGGCCAGCTGCCCACGACCTACGGTGTATGTCCAGT 

GGCCTCCAGCAGATCATGATGACATCATGGACCCAATAGCTCATTCACTGCCTTGATTCCTT 

TTGCCAACAATTTTACCAGCAGTTATACCTAACATATTATGCAATTTTCTCTTGGTGCTACC 

TGATGGAATTCCTGCACTTAAAGTTCTGGCTGACTAAACAAGATATATCATTTTCTTTCTTC 

TCTTTTTGTTTGGAAAATCAAGTACTTCTTTGAATGATGATCTCTTTCTTGCAAATGATATT 

GTCAGTAAAATAATCACGTTAGACTTCAGACCTCTGGGGATTCTTTCCGTGTCCTGAAAGAG 

AATTTTTAAATTATTTAATAAGAAAAAATTTATATTAATGATTGTTTCCTTTAGTAATTTAT 

TGTTCTGTACTGATATTTAAATAAAGAGTTCTATTTCCCAAAAAAAAAAAAAAAAAA 
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153/330 
FIGURE 153 

MAAAAATKIIJ^LPmjiSGWSRAGRADPHSI^YDITVIPKFRPGPRWCAVQGQVDEKTFL 

hyix:gnktvtpvspi£kklnvttawkaq^ 

MSCEQKAEGHSSGSWQFSFDGQISIiLFDSBKRMHTTVHPGARKMKEKWENDICWi^S 
MGIX:iGWLEDFIMGMDSTI£PSAGAP!J^S 

Important features: 
^ Signal peptide: 
amino acids 1-25 

Transmembrane domain: 

amino acids 224-246 

N-glycosylation site. 

amino acids 68-72, 82-86 

N-myristoylation site. 

amino acids 200-206, 210-216 



Amidation site, 
amino acids 77-81 
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. 6GGAAAGCCATTTC6A7U\ACCCATCTATAC2\AACTATATATTTTCATTTCTGCT6CTAGCT6 
CCTT6GGCXJTCACAATTTTCATTCTGTTTTGTGACTTTCAAGTTATATACC6TGGAMISSAG 
TTGATCCC^CC^TAA<aTCGTGGAGGGTTTTAATTTTGGTGGTAGCCCTCACCCAATTCTG 
GTGTGGCTTTCTTTGCAGAGGATTCCACCTTCAAAATC 
GAGAATTTGGATTCTACTCTAAAAGTCAATATAGGACTTGGCAAAAGA^ 
TCAACCTGGCCTOCCATAAACAGGACAGATT^^ 

„ CAACGGAGGCTATGAAAGCCATGAAQIGATTCCAAAAAGAAAACTCAAATO 
CCA(»GAACAGCATTTCTGGGCCAGGCTGBaWGAATTGTCGTC 
ATTGCTTTTTTCCCCAAAATTAACA^^ 
CCTCTCTCCATTCAAGCATTCAAAGTA^ 

TTAGATAGGCTTATTCTGACTGTATGCTTTACCAATGAGAGAAAftAAATGCATTTCCTGTAT 
CATCCTTTTCAATAAACTGTATTCATTTTGAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 155 

MELIPTITSWRVLILVVALTQFWCGFLCRGrai^NHELWIJ,IKREFGFYSKSQYRTWQKKLA 
EDSTWPPINRTDYSGIX3KNGFYINGGYESHEQIPKRKLKLGGQPTEQHFWARL 
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FIGURE 156 

GTTCTCCTTTCCGAGCCAAAATCCCAGGCGATGGTGAATTATGAACGTGCCA^ 
CTCTTGTGGC^G6TJyVCTGTGCACCftCCACACCTGG2\ATGCCATCCTGGTCCCGTTGGTCTA 
CCTCACGGCGCAAGTGTGGATTCTGTGTGCAGCCATCGCTGCTGCCGCCTGAGCCGGGCCCC 
AGAACTGCCCCTCCGTTTGCTCGTGCAGTAACGAGTTCAGCAlVGGTGGTGrGCACGCGCCGG 
GGCCTCTCCGAGGTCCCGCAGGGTATTCCCTCGAACACCCGGTAGCTCAACCTCATGGAGAA 
CAA(^TCCAGATGATCCAGGCCGACAGCTTCCGCCACCTCCACCACCTGGAGGTCCTGCAGT 
TGGGCAGGAACTCCATCCGGCAGATTGAGGTGGGGGCCTTCAACGGCCTGGCCAGCGTCAAC 
ACCCTGGAGCTGTTCGACAACTGGCTGACAGTCATGCGTAGCGGGGCCTTTGAATACCTGTC 
CAAGCTGCGGGAGGTCTGGCTTCGCAACAACCCCATCGaAAGCATGCCCTGTTACGCCTTCA 
M ACCGGGTGCCCTCCCTCATGCGCCTGGACTTGGGGGAGCTCAAGAAGCT^ 
GAGGGAGCTTTTGAGGGGCTGTTCAACCTCAAGTATCTGAACTTGGGC^ 
AGACATGCCCAATCTCACCCCCCTGGTGGGGCTGGAGGAGCTGGAGATGTCAGGGAAGCACT 
TCCCTGAGATCAGGCCTGGCTCCTTCCATGGCCTGAGCTCCCTCAAGAAGCTGTGGGTCATG 
7ACTCACAGGTCAGCCTGATTGAGCGGAATGCTTTTGACGGGCTGGCTTCACTTGTGGAACT 
CAACTTGGCCCACAATAACCTCTCTTCTTTGCCCCATGACCTCTTTACCCCGCTGAGGTACC 
TGGTGGAGTTGCATCTACACCACAACCCTTGGAACTGTGATTGTGACATTCTGTGGCTAGCC 
TGGTGGCTTCGAGAGTATATACCCACCAATTCCACCTGCTGTGGCCGCTGTCATGCTCCCAT 
GCACATGCGAGGCCGCTACCTCGTGGAGGTGGACGAGGCCTCCTTCCAGTGCTCTGCCCCCT 
TCATCATGGACGCACCTCGAGACCTCAftCATTTCTGAGGGTCGGATGGCAGAaCTTAAGTGT 
CGGACTCCCCCTATGTCCTCCGTGAAGTGGTTGCTGCCCAATGGGACAGTGCTCAGCCACGC 
CTCCCGCCACCCAAGGATCTCTGTCCTCAACGACGGCACCTTGAaCTTTTCGCACGTGCTGC 
TTTCAGACACTGGGGTGTACACATGCATGGTGACCAATGTTGCAGGCAACTCCAACGCCTCG 
GCCTACCTCAATGTGAGCACGGCTGAGCTTAACACCTCCAACTACAGCTTCTTCACCACAGT 
AACAGTGGAGACCACGGAGATCTCGCCTGAGGACACAACGCGAAAGTACAAGCCTGTTCCTA 
CCACGTCCACTGGTTACCAGCCGGCATATACCACCTCTACCACGGTGCTCATTCAGACTACC 
CGTGTGCCCAAGCAGGTGGCAGTACCCGCGACAGACACCACTGACAAGATGCAGACCAGCCT 
GGATGAAGTCATGAAGACCACCAAGATCATCATTGGCTGCTTTGTGGCAGTGACTCTGCTAG 
CTGCCGCCATGTTGATTGTCTTCTATAAACTTCGTAAGCGGCACCAGCAGCGGAGTACAGTC 
ACAGCCGCCCGGACTGTTGAGATAATCCAGGTGGACGAAGACATCCCAGCAGCAACATCCGC 
AGCAGCAACAGCAGCTCCGTCCGGTGTATCAGGTGAGGGGGCAGTAGTGCTGCCCACAATTC 
ATGACCATATTAACTACAACACCTACAAACCAGCACATGGGGCCCACTGGACAGAAAACAGC 
CTGGGGAACTCTCTGCACCCCACAGTCACCACTATCTCTGAACCTTATATAATTCAGACCCA 
TACCAAGGACAAGGTACAGGAAACTCAAATAT^CTCCCCTCCCCCAAAAAACTTATAAAAT 
GCAATAGAATGCACACAAAGACAGCAACTTTTGTACAGAGTGGGGAGAGACTTTTTCTTGTA 

TATGCTTATATATTAAGTCTATGGGCTGGTTAAAAAAAACAGATTATATTAAAATTTAAAGA 
CAAAAAGTCAAAACA 
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MKLLWQVTVHHHTWNAILLPF\nfLTAQVWII£ftAIAAAASAGPQNCPSVCSCSNQFSKVVCT 
RRGI£EWPQGIPSNTRYLNU4ENNI(^IQADTFRHIJfflLE^ 

LNTLELFDNWLTVI PSGAFEYLSKLRELWLRNNPIESI PSYAFNRVPSLMRLDLGELKKLEY 
ISEGAFEGLFNIJCYLNLGMCNIKDMPNLTPLVGLEELEMSGNHFPEIRPGSFHGLSSLKKLW 
VMNSQVSLIERNAFDGIJVSLVELNLAHNNLSSLPHDLFTPLRYLVELHLHHNPWNCDCDILW 
LAWWLRE YI PTNSTCCGRCHAPMHMRGRYLVEVDQASFQCSAPFIMDAPRDLNISEGRMAEL 
^ KCRTPPMSSVKHLLPNGTVLSHASRHPRJSVI^^ 
ASAYLNVSTAELNTSNYS FFTTVTVETTE I S PEDTTRKYKPVPTTSTGYQPAYTTSTTVLIQ 
TTRVPKQVAVPATE)TTDKMQTSLDEVMKTTKIIIGCFVAVTIJLAAAMLIVFYKLRKRHQQRS 
TVTAARTVEI IQVDEDI PAATSAAATAAPSGVSGEGAWLPTIHDHINY1IT YKPAHGAHWTE 
NSLGNSLHPTVTTISEP YI IQTHTKDKVQETQI 
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FIGURE 158 

exgacoGgcftccMs^^ 

TTCTCATCTCGTCCTTGCCAAGAGAGTA^^ 

TGTCGGGAGTGCTGTGAA!K^^ 

aXTTGCTGCAGGAATGAGGAGAATGAGT^^ 

GCAAGAGCTGCCGAAATGGCTCATGGGGGGCT 

TGCCGAGCAGGCTGGTACGGAGGAGACTGCATGCGM 

GTTGGAAAGCTATCCCCTAAATGCTCACTGTGAATGGACC^ 

GATTTGTCAttm'GACTCTGGAGTTTGACT^ 

CGCGATG(XXAGATCATaUUXXST^ 

CCACOTCCTCTTCCACTCCGAT^^ 

GCTCCTCaTCC CCr^ 

TCTTTTGTAACAACTCCTATGT^^ 

GCAGGTTGAGTGAAfiGGAGACACGATTACACC^ 

TATGAGTGCArCTCACCXrirrCTACCGa^^ 

TGGGCGGGCACCATCCTGC^CCCTAT^ 

GCTGGCXUTTGGCAGGCAGCCATCTACAGGAGGACCAGCG^^ 

GAAGGTCACCATGATCAAGACAGCAGACCTGAAAGTO 

AGAAGACCATCCAGAGCCTACAGATTT 

GAGATCGCCAT(XTGAAGCT(XrrAGACAAGGC^ 

TCGGGATCTCAGCACTTCCTTCCA<^ 

GCCCTGGCTTCAAGAACGACACACTGCGCTCT 

CATGAGGACC^TGGCATCCCAGTGAGTGTCACTGAT^ 

TGATATCTGCACTGCAGAGACAGGAGGCATCGCGGCTGTGTCCTT^ 

GGCATCTGATGGGACTGGTCAGCTGGAGCTATGATAAAACATG 

GTGCTGCCTTTTAAAGACTGGATTGAAAGAAATATGAAATC 

TGTATATCCGTCTGTACGTGTGTCATTGCGTGAAGCAGTGTGG^^ 

CTGTGCCAGGGCTTCTGACTTCAGGGAaUUU^CTCAGTGAAGGCT 

GCCGCGTCCACTACTAGGACAGCCAAMGGAAGATGC^ 

ATATACAAAACCTCTCCACTCCACTGACCTGGTGGTCTTCCCCAACT^ 

ACCAGGGAAGATCTGGGCTTCATGAGGCCCCTTTTGA 

CAGGGCAGCAGAGCTGGGATGTGGTGCATGOCTTTGTCT 

CCATCTCTTGTACACATTTTAATAAAATAAGGGTTGGCT^ 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAATUU^^ 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 159 

MEI^CHTQLGLTFLQLIJiISSLPREYWINEACPGAEWNIMCRECCEYDQIEC^CPGKREVV 
GYTIPCCRNEENECDSCLIHPGCTIFENCKSCRNGSWGGTLDDFYVKGFYCAECRAGWYGGD 
CMRCGQVIAAPKGQILLESYPIJIAHCEWTIHAKPGFVIQLRFVMLSLEFDYMCQyDYVEVRD 
GDNRDGQIIKRVCGNERPAPIQSIGSSLHVLFHSDGSKNFIKaFHAIYEEITACSSSPCFHDG 
TC^DKAGSYKCACLAGYTGQRCENLLEERNCSDPGGPVNGYQKITGGPGLINGRHAKIGTV 
VSFFCNNSYVLSGNEKRTCQQNGEWSGKQPICIKAGREPKISDLVRRRVLPMQVQSRETPLH 
^ O^YSAAFSKQKLQSAPTKKPALPPGDLPMGYQHLHTQWYECISPPYRRLGSSRRTCLRTGK 
WSGRAPSCIPICGKIENITAPKTQGLRWPWQAAIYRRTSGVHDGSLHKGAWFLVCSGALVNE 
RTVVVAAHCVTDLGKVTMIKTAbLKVVLGKF 

ADIAILKLLDKARISTRVQPICLAASRDLSTSFXJESHITVAGWNVLADVRSPGFKNDTLRSG 
WSWDSLLCEEQHEDHGIPVSVTDNMFCASWEPTAPSDICTAETGGIAAVSFPGRASPEPR 
WHLMGLVSWSYDKTCSHRLSTAFTKVLPFKDWIERNMK 
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AC<^GGCATTGTATCTTCAGTTGTCATCAAGTTCGCAAT^^ 

AGCTTTCTTGCCTGCAGTGJyVGCAGAGAGATAGATATTATTCACGTAATAAAAAACM'GGGr. 
TTCAACCTGACTTTCCACCTTTCCTACAAATTCCX^TT^ 

GACAGTGGTTGGGTGGGCCACaU^AACTACTTCGTGGGTGCCATTCAA6A6ATT(XTAAAG 
CAAAGGAGTTCATGGCTAATTTCCATAAGACCCTCT 

AATGAAGCATCCACGAAGAAGGTAGAACTTGACAACTGTCCTTCTGTGTCTCCTTACCTCAG 
M AGGCCAGAGCAAGCTCATTTTCAAAGCAGATGTGACTTTGGAAGAGGTACAGG 
CCAAAGTGTCO\GAGGCCGGTATCGCCCT^ 

CTCGTTCCCCACCGGAACAGAGAGAAACACCTGATGTACCTGCTGGAACATCTGCATCCCTT 
CCTGCAGAGGCAGCAGCTGGATTATGGCATCTACGT<^T(XIACCAGGCrGAAGGTA?UVAAGT 
TTAATCGAGCCAAACTCTTGAATGTGG<»CTATCTAGAA 

TGCTTTATATTCCACGATGTGGACCTGGTACCCGAGAATGACTTTAACCTTTACAAGTGTGA 
GGAGCJVTCCCAAGCATCTGOTGGTTGGCAGGAACAGCACTGGGTACAGGTTACGTTACAGTG 
• GATATTTTGGGGGTGTTACTGCCCTAAGCAGAGAGCAGTTTTTCAAGGTGAATGGATTCTCT 
AACAACTACTGGGGATGGGGAGGCGAAGACGATGACCTCAGACTCAGGGTTGAGCTCCAAAG 
AATGAAAATTTCCCGGCCCCTGCCTGAAGTGGGTAAATATACAATGGTCTTCCACACTAGAG 
ACAAAGGCAATGAGGTGAACGCAGAACGGATGAAGCTCTTACACCAAGTGTCACGAGTCTGG 
AGAACAGATGGGTTGAGTAGTTGTTCTTATAAATTAGTATCTGTGGAACACAATCCTTTATA 
TATCAACATCACAGTGGATTTCTGGTTTGGTGCAEaCCCTGGATCTTTTGGTGATGTTTGG 
AAGAACTGATTCTTTGTTTGCAATAATTTTGGCCTAGAGACTTCAAATAGTAGCACACATTA 
AGAACCTGTTACAGCTCATTGTTGAGCTGAATTTTTCCTTTTTGTATTTTCTTAGCAGAGCT 
CCTGGTGATGTAGAGTATAAAACAGTTGTAACAAGACAGCTTTCTTAGTCATTTTGATCATG 
AGGGTTAAATATTGTAATATGGATACTTGAAGGACTTTATATAAAAGGATGACTCAAAGGAT 
AAAATGAACGCTATTTGAGGACTCTGGTTGAAGGAGATTTATTTAAATTTGAAGTAATATAT 
TATGGGATAAAAGGCCACAGGAAATAAGACTGCTGAATGTCTGAGAGAACCAGAGTTGTTCT 
CGTCCAAGGTAGAAAGGTACGAAGATACAATACTGTTATTCATTTATCCTGTACAATCATCT 
GTGAAGTGGTGGTGTCAGGTGAGAAGGCGTCCACAAAAGAGGGGAGAAAAGGCGACGAATCA 
GGACACAGTGAACTTGGGAATGAAGAGGTAGCAGGAGGGTGGAGTGTCGGCTGCAAAGGCAG 
CAGTAGCTGAGCTGGTTGCAGGTGCTGATAGCCTTCAGGGGAGGACCTGCCCAGGTATGCCT 
TCCAGTGATGCCCACCAGAGAATACATTCTCTATTAGTTTTTAAAGAGTTTTTGTAAAATGA 
TTTTGTACAAGTAGGATATGAATTAGCAGTTTACAAGTTTACATATTAACTAATAATAAATA 
TGTCTATCAAATACCTCTGTAGTAAAATGTGAAAAAGCAAAA 
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MG FNLT FHLS YK FRLLLLLTLCLT WGWATSN Y FVGAI QE I PKAKEFMAN FHKTL I LGKGKT 
LTNEASTKKVELDNCPSVSPYLRGQSKLIFKPDLTLEEVQAENPKVSRGRYRPQECKALQRV 
AILVPHRNREKHLMY1XEHLHPFLQRQQLDYGIYVIHQAEGKKFNRAKLLNVGYLEALKEEN 
WDCFIFHDVDLVPENDFNLYKCXEHPKH^WGRNSTGYRLRYSGYE^GGVTALSREQFE'KVNG 
FSNIT^GWGGEDDDLRLRVEI^RMKISRPLPEVGKYTMVFHTRDKGNEVNAERMKLLHQVSR 
VWRTDGLSSCSYKLVSVEHNPLYINITVDFWFGA 

Important features: 
Signal peptide: 

amino acids 1-27 

N-glycosylation sites: 

amino acids 4-7, 220-223 and 335-338 

Xylose isomerase proteins: 

amino acids 191-201 
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FIGURE 162 

CGTGGGCCGGGGTCGCGCAGCGGGCTGTGGGCGCGCCCGGAGGAGCGACCGCCGCAGTTCTC 

GAGCTCC^GCTGCATTCCCTCCGCGTCCGCCCCACGCTTCTCCCGCTCCGGGCCCCGC^ UWTC 

GCC<^GGCAGTGTGGTCGCGCCTCGGCCGGATCCTCTGGCTTGCCTGCCTCXn?GCCCTGGGC 

CCCGGCAGGGGTGGCCGCAGGCCTGTATGAACTCAATCTC&CCACCGATAGCCCT 

CGGGAGCGGTGGTGACCATCTCGGCCAGCCTGGTGGCCAAGGACy^CGGCAGCCTGGCCCTG 

CCCGCTGACGCCCACCTCTACCGCTTCCACTGGATCCACACCCCGCTGGTGCTTACTGGC^ 

GATGGAGAAGGGT(^CAGCTCCACCATCCGTGTGGTCGGCCAC^GCCCGGGGAATTCCCGG 

TCTCTGTCTGGGTCACTGCCGCTGACTGCTGGATGTGCCAGCCTGTGGCCAGGGGCTTTGTG 

GTCCTCCCCATCACAGAGTTCCTCGTGGGGGACCTTGTTGTCACC^ 

CTGGCCCAGCTC^ATGTCACT AAGAC C^ 



GTGACTGAAGACTCCGTGGTCTATTATAACTATTCCATCATCU3GGACCTTCAGCGTGAAGCT 

CAAAGTGGTGGCGGAGTGGGAAGAGGTGGAGCCGGATGCXIACGAGGGCTGTGAAGCAGAAGA 

CCX3GGGACTTCTCCGCCTCGCTGAAGCTGCAGGAAACCCTTCGAGGCATCCAAGTGTTGGGG 

CCC^CO:TAATTC^GAC(^CCAAAAGATGACCGTGACCTTGAACTTCCTGGGGAGCCCTCC 

TCTGACTGTGTGCTGGCGTCTCAAGCCTGAGTGCCTCCCGCTGGAGGAAGGGGAGTGCCACC 

CTGTGTCCGTGGCCAGCACAGCGTACAACCTGACCCACACCTTCAGGGACCCTGGGGACTAC 

TGCTTCAGCATCCGGGCCGAGAATATCATCAGCAAGACACATCAGTACCACAAGATCCAGGT 

GTGGCCCTCCAGAATCCAGCCGGCTGTCTTTGCTTTCCCATGTGCTACACTTATCACTGTGA 

TGTTGGCCTTCATCATGTACATGACCCTGCGGAATGCCACTCAGCAAAAGGACATGGTGGAG 

AACCCGGAGCCACCCTCTGGGGTCAGGTGCTGCTGCCAGATGTGCTGTGGGCCTTTCTTGCT 

GGAGACTCCATCTGAGTACCTGGAAATTGTTCGTGAGAACCACGGGCTGCTCCCGCCCCTCT 

ATAAGTCTGTCAAAACTTACACCGTGSS&GCACTCCCCCTCCCCACCCCATCTCAGTGTTAA 

CTGACTGCTGACTTGGAGTTTCCAGCAGGGTGGTGTGCACCACTGACCAGGAGGGGTTCATT 

TGCGTGGGGCTGTTGGCCTGGATCATCCATCCATCTGTACAGTTCAGCCACTGCCACAAGCC 

CCTCCCTCTCTGTCACCCCTGACCCCAGCCATTCACCCATCTGTACAGTCCAGCCACTGACA 

TAAGCCCCACTCGGTTACCACCCCCTTGACCCCCTACCTTTGAAGAGGCTTCGTGCAGGACT 

TTGATGCTTGGGGTGTTCCGTGTTGACTCCTAGGTGGGCCTGGCTGCCCACTGCCCATTCCT 

CTCATATTGGCACATCTGCTGTCCATTGGGGGTTCTCAGTTTCCTCCCCCAGACAGCCCTAC 

CTGTGCCAGAGAGCTAGAAAGAAGGTCATAAAGGGTTAAAAATCCATAACTAAAGGTTGTAC 

ACATAGATGGGCACACTCACAGAGAGAAGTGTGCATGTACACACACCACACACACACACACA 

CACACACACACAGAAATATAAACACATGCGTCACATGGGCATTTCAGATGATCAGCTCTGTA 

TCTGGTTAAGTCGGTTGCTGGGATGCACCCTGCACTAGAGCTGAAAGGAAATTTGACCTCCA 

AGCAGCCCTGACAGGTTCTGGGCCCGGGCCCTCCCTTTGTGCTTTGTCTCTGCAGTTCTTGC 

GCCCTTTATAAGGCCATCCTAGTCCCTGCTGGCTGGCAGGGGCCTGGATGGGGGGCAGGACT 

AATACTGAGTGATTGCAGAGTGCTTTATAAATATCACCTTATTTTATCGAAACCCATCTGTG 

AAACTTTCACTGAGGAAAAGGCCTTGCAGCGGTAGAAGAGGTTGAGTCAAGGCCGGGCGCGG 

TGGCTCACGCCTGTAATCCCAGCACTTTGGGAGGCCGAGGCGGGTGGATCACGAGATCAGGA 

GATCGAGACCACCCTGGCTAACACGGTGAAACCCCGTCTCTACTAAAAAAATACAAAAAGTT 

AGCCGGGCGTGGTGGTGGGTGCCTGTAGTCCCAGCTACTCGGGAGGCTGAGGCAGGAGAATG 

GTGCGAACCCGGGAGGCGGAGCTTGCAGTGAGCCCAGATGGCGCCACTGCACTCCAGCCTGA 

GTGACAGAGCGAGACTCTGTCTCCA 
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MAQAVWSRLGRILWLACLLPWAPAGVAAGLYELNLTTDSPATTGAWTISASLVAKDNGSLA 
LPADAHLYRFHWIHTPLVLTGKMEKGLSSTIRWGHVPGEFPVSVWVTAADCWMCQPVARGF 
VVLPITEFLVGDLVVTQNTSLPWPSSYLTKTVLKVSFIiLHDPSNFLKTALFLYSWDFGDGTQ 
MVTEDS WYYN YSI IGTFTVKIJCVVAEWEEVEPDATRAVKQKTGDFSASLKLQBTLRGIQVL 
GWLIQTFQKWinrrLNET^SPPLTVCWRLKPEGLPLEEGEOTPVSV^TAYNLTHTFRDPGD 
YCFS I RAEN 1 1 SKTHQ YHKIQVWPSRI QPAVFAFPCATLI TVMLAFIMYMTLRNATQQKDMV 
ENPEPPSGVRCCC^CCGPFIJ£TPSEYLEIVRENHGIiPPLYKSVKTYTV 

important: features of the pro tain: 
Signal peptide: 

amino acids 1-24 



Transmembrane domain : 

amino acids 339-362 

N-glycosylation sites. 

amino acids 34-37, 58-61, 142-145, 197-200, 300-303 and 364-367 
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GCTC^GACCCAGCAGTGGGACAGCCAGACAGACGGCACG&SSGCACTGAGCTCCCAGATCT 

GGGCCGCTTGCCTCCTGCTCCTCCTCCTCGTCGCCAGCCTGAGCT^GTGGCTCTGTTTTCCCA 

CA&CAGACGGGACAACTTGC&GAGCTGCAACCCCAGGACAGAGCTGGAG^ 

GATGCCCATGTTCC^GAGGCGAAGGAGGCGAGAC^CCCACTTCCCCATCTGCATTTTCT 

GCGGCTGCTGTCATCGATCAAAGTGTGGGATGT^ 

• CCCCCGTCCCCTCCCTTCCTTATTTATTCCTGCTGCeCCAGAACATAGGTCTTGGAATAflAA 
A TGGCTGGTTCTTTTGTTTTCCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 165 

MiUjSSQIWAACTiT^ T iTJ iT .T^ A SLTSGSVFP^TGQLAEXQPQDRAGARASWMPMFQRRRRRDTH 
FPICIPCCGCCHRSKC6MCCKT 
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FIGURE 166 

•x^i^caggaaggaccatctgaaggctgcmtttgttcttagggaggcyvggtgctgggctggc 
ctggatcttgcacc^ottcctgttgctgccttttgatagcctgattgtcaaccttctgggc 
atctccctgactgtcctcttcaccctccttctcgttttcarcatagtgccagccatttttgg 
agtctcctttggtatccgcaaactctacatgaaflagtctgttaaaaatct 
ccttgagaatggagcgaggagccaaggagaagaacc^cc^^ 
ggaatcattgcaaaggatcccacttcactagaagaagagatcaaagagattcgtcg 
tagtagtaaggctctggacaac^ctccagagttcgagctctctga(^ttttcrracttttgcc 
ggaaaggaatggagaccattatggatgatgaggtgacaaagagattctcagcagaagaactg 
gagtcctggaacctgctgagcagaaccaattataacttccagtaca 
ggt cctg tgggggttaggagtgctgattcggtactgctttctgctgccgct 
tggctttca(^gggattagccttctggtggtgggcac^ctgtggtgggatacttgcc^yy^t 
gggaggtttaaggaattcatgagtaaacatgttcacttaatgtgttacgggatctgcgtgcg 
agcgctgacagccatcatc1acctaccatgacagggjuuacagaccaagaaatggtggcatgt 
gtgtggccaatcatacctcaccgatcgatgtga!katcttggcgagcgatggctattatgcc 
atggtgggtcaagtg<»cgggggactcatgggtgtgattcagagagccatg<;tgaaggcctg 
cccacacgtctggtttgagcgctcggaagtgaaggatcgccacctggtggctaagagactga 

CTGAACATGTGCflAGATAftftAGCAAGCrGCCTATC^CATCTTCCCAGAAGGAACCTGCATC 

AATAATACATCGGTGATGATGTTCAAAAAGGGAAGTTTTGAAATTGGAGCCAGAGTTTACCC 

TGTTGCTATCAAGTATGACCCTC3\ATTTGGCGATGCC^ITCTGGAACAGCAGCAAATACG<3GA 

TGGTGACGTACCTGCTGCGAATGATGACCAGCTGGGCCATTGTCTGCAGCGTGTGGTACCTG 

CCTCCCATGACTAGAGAGGCAGATGAAGATGCTGTCCAGTTTGCGAATAGGGTGAAATCTGC 

CATTGCCAGGCAGGGAGGACTTGTGGACCTGCTGTGGGATGGGGGCCTGAAGAGGGAGAAGG 

TGAAGGACACGTTCAAGGAGGAGCAGCAGAAGCTGTACAGCAAGATGATCGTGGGGAACCAC 

AAGGACAGGAGCCGCTCCTG£GCCTGCCTCCAGCTGGCTGGGGCCACCGTGCGGGGTGCCAA 

CGGGCTCAGAGCTGGAGTTGCCGCCGCCGCCCCCACTGCTGTGTCCTTTCCAGACTCCAGGG 

CTCCCCGGGCTGCTCTGGATCCCAGGACTCCGGCTTTCGCCGAGCCGCAGCGGGATCCCTGT 

GCACCCGGCGCAGCCTACCCTTGGTGGTCTAAACGGATGCTGCTGGGTGTTGCGACCCAGGA 

CGA6ATGCCTTGTTTCTTTTACAATAAGTCGTTGGAGGAATGCCATTAAAGTGAACTCCCCA ' 

CCTTTGCACGCTGTGCGGGCTGAGTGGTTGGGGAGATGTGGCCATGGTCTTGTGCTAGAGAT 

GGCGGTACAAGAGTCTGTTATGCAAGCCCGTGTGCCAGGGATGTGCTGGGGGCGGCCAGCCG 

CTCTCCAGGAAAGGCACAGCTGAGGCACTGTGGCTGGCTTCGGCCTCAACATCGCCCCCAGC 

CTTGGAGCTCTGCAGACATGATAGGAAGGAAACTGTCATCTGCAGGGGCTTTCAGCAAAATG 

AAGGGTTAGATTTTTATGCTGCTGCTGATGGGGTTACTAAAGGGAGGGGAAGAGGCCAGGTG 

GGCCGCTGACTGGGCCATGGGGAGAACGTGTGTTCGTACTCCAGGCTAACCCTGAACTCCCC 

ATGTGATGCGCGCTTTGTTGAATGTGTGTCTCGGTTTCCCCATCTGTAATATGAGTCGGGGG 

GAATGGTGGTGATTCCTACCTCACAGGGCTGTTGTGGGGATTAAAGTGCTGCGGGTGAGTGA 

AGGACACATCACGTTCAGTGTTTCAAGTACAGGCCCACAAAACGGGGCACGGCAGGCCTGAG 

CTCAGAGCTGCTGCACTGGGCTTTGGATTTGTTCTTGTGAGTAAATAAAACTGGCTGGTGAA 
TGA 
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FIGURE 167 

MFLIJ,PFDSLIVNLLGISLTVLFTIJXVFIIVPAIFGVSFGIBKLyMKSIJiKIFAWATLRME 
RGAKEKNHQLYKPYTNGI IAKDPTSLEEEIKEIRRSGSSKALDNTPEFELSDI FYFCRKGME 
TIMDDEWKRFSAEELESWNLLSRTNYNFQYISLRLTVLWGLGVLIRYCFLLPLRIALAFTG 
ISIJiVVGTTWGYLPNGRFKEFMSKHVHIMCYRICVRAL^ 

TSP I DVI ILAS DGYYAMVGQVHGGLMG VIQRAMVKAC PHVW FERSEVKDRHLVAKRLTEHVQ 

DKSKLPILIFPEGTCINNTSVMMFKKGSFEIGATVYPVMKYDPQFGDAFWNSSKYGMVTYL 
M LRMMTSHAIVCSVWYLPPMTREADEDAVQEAN^^ 
KEEQQKLYSKMIVGNHKDRSRS 
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GCCCCTCGAAA(X»GGACTCC»GCACCTC^^ 

CGTCTCCTCCAGGGftSiGCGCTGGCGGCTTTGATGATCGCCCTGGGCAGCCTCGGCGTCCAC 
ACCTGGCAGGCCCAGGCTGTTCGCACCATCCTGKX!CCT 

CGATACCTATGTGGGTTGTGCAGAGGAGATGGAGGAGAAGGCAGCCCCCCTGCTAAAGGAGG 
AAATGGCCCMC^TGCCCTGCTGCGGGAATCCTGGGAGGCAGCCXa 
AAGCGTCGAGGGCTTACCTTGCCCCCTGGCTTCyU^GC^ 
^ CTAO^CCAACTCATCGAACACCTTGTACTGGGAGTTGAATC^ 
GCTCCCGGGAGCTCTACATGAGGCACTTTCCCTTCAAGGCCCT 

GCCCTGCJVGCTGCTGCGAGGCAGTGGGGGCTGCAGCAGGGGACCTGGGM^GGTGGTGTTCCG 
AGGTGTGGGCAGCCTTCGCTTTGAACCCAAGAGGCTGGGGGACTCTGTCCGCTTGGGCCAGT 
TTGCCTCX^GCTCCCTGGATAAGGCAGTGGCCCACAGATTTGGGGAGAAGAGGCGGGGCTGT 
GTGTCTGCGCCAGGGGTGGAGCTAGGGTCACAATCTGAGGGGGCCTCCTCTCTGCCCCCCTG 
GAAGACTCTGCTCTTGGCCCCTGGAGAGTTCCAGCTCTCAGGGGTTGGGCCCTGaAAGTCCA 
ACATCTGCCACTTAG6AGCCCTGGGAACGGGTGACCTTCATATGACGAAGAGGCACCTCCAG 
CAGCCTTGAGAAGCAAGAACATGGTTCCGGACCCAGCCCTAGCAGCCTTCTCCCCAACCAGG 
ATGTTGGCCTGGGGAGGCCACAGCAGGGCTGAGGGAACTCTGCTATGTGATGGGGACTTCCT 
GGGACAAGCAAGGAAAGTACTGAGGCAGCCACTTGATTGAACGGTGTTGCAATGTGGAGACA 
TGGAGTTTTATTGAGGTAGCTACGTGATTAAATGGTATTGCAGTGTGGA 
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169/330 
FIGURE 169 

MALAALMIAIXSSLGLHTWQAQAVPTILPIXa^ 

ALLRESWEAAQETWEDKRRGLTLPPGFKAQNGIAIMVYTNSSNTLYWELNQAVRTGGGSRKL 
YMRHFPFKALHFYLIRALQLLRGSGGCSRGPGEWFRGVGSLRFEPKRLGDSVRLGQFASSS 
LDKAV2UWFGEKRRGCVSAPGVQLGSQSEGASSLPPWKTLIJAPGEFQLSGVGP 



WOW73454 



PCT/US00/08439 



170/330 

ElfflffiB 1 7 0 

GTGGCTTCATTTCAGTGGCTGACTTCCAGA^ 
<XCTCATCTATATCCT1^GGCAGCT(^CAGGGTC^ 

GTCGGTTCCGTTG6T6GGGCCGTGACTTTCCCCCTGAA6TCCAAA67AAAGC!AA6TTGACTC 
TATTGTCTGGACCTTC^CACAACXJCCTCTTGTCACCATACA 

TAGTGAC(XAAAATCGTAATAGGGAGAGAGTAGACTTCCCAGATGGAGGCTACTCCCTGAAG 
CTCAGCAAACTG^GAAGi^TGACTCAGGGATCrrACTATGTGGGGATATACAGCTCATCACT 
A GCAGCAGCCCTCCACCCAGGAGTACGTGCTGCATGTCTACGAGCACCTGTCAAAGCCTAAAG 
TCACCATGGGTCTGCAGAGCAATAAGAATGGCAC^GTGTGACCAATCTGA 
GAACATGGGGAAGAGGATGTGATTTATACCTGGAAGGCCCTGGGGCAAGCAGCCAATGAGTC 
CCATAATGGGTCCATCCTCCCCATCTCCTGGAGATGGGGAGAAAGTGATATGACCTTCATCT 
G<X3TTGCCAGGAACCCTGTCAGCAGAAACTTCTCAATC 

GAAGGTGCTGCTGATGACCCAGATTCCTCCATGGTCCTCCTGTGTCTCCTGTTGGTGCCCCT 
CCTGCTCAGTCTCTTTGTACTGGGGCTATTTCTTTGGTTTCTGAAGAGAGAGAGACAAGAAG 
AGTACATTGAAGAGAAGAAGAGAGTGGACATTTGTCGGGAAACTCCTAACATATGCCCCCAT 
TCTGGAGAGAACACAGAGTACGACACAATCCCTCACACTAATAGAACAATCCTAAAGGAAGA 
TCCAGCAAATACGGTTTACTCCACTGTGGAAATACCGAAAAAGATGGAAAATCCCCACTCAC 
TGCTCACGATGCCAGACACACCAAGGCTATTTGCCTATGAGAATGTTAT CTAGA CAGCAGTG 
CACTCCCCTAAGTCTCTGCTCA 



WOOO/73454 PCT/USOO/08439 

171/330 



MAGSPTCLTLIYILWQLTGSAASGPVKELVGSVGGAVTFPLKSKVKQVDSIVWTFNTTPLVT 
IQPBGGTIIWQNRNRERVDFPDGGYSUCLSKLKKNDSGIYYVGIYSSSLQQPSTQBYVLHV 
YEHLSKPKVTMGLQSNKNGTCVTNLTCQIEHGEEDVIYTWK^ 
GESDMTFICTARNPVSIWFSSPILARKLCEGAADDP^^ 

FLKRERQEEYIEEKKRVDICRETPNICPHSGENTEYDTI PHTNRTILKEDPANTVYSTVEI P 
KKMENPHSLLTMPDTPRLPAYENVI 



WO OA/73454 
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172/330 
FlfiORB 172 

CTGGTTCC<XAACATGCCTCACCCTCATCTATATCCTra 

TCTGGACCCGTGAAAGAGCTGGTCGGTTCCGTTGGTGGGGCCGTGACTTTCCCCCTGAAGTC 
C»AAGTAAAGCAAGTTGACTCTATTGTC^^ 

AGCCAGAAGGGGGCACTATCaTAGTGACCCAAAATCGTAATAGGGAGAGAGTAGACTTCCCA 
GATGGAGGCTACTCCCTGAAGCTCAGOVAACTGAAGAAG^ 
GGGGATATACAGCTCATC&CTCCAGCAGCCCTCCA^ 
0 AGCACCTGTCAAAGCCTAAAGTCACCATGGGTCTGCAG^ 

ACXIAATCTGACATGCTGCATGGAACATGGGGAAGAGGATGTGATTTATACCTGGAAGGC^ 
GGGGCAAGCAGCCAATGAGTCCCATAATGGGTCC^ 

aaagtgatatgaccttcatctgcgttgccaggaaccctgt^ 

atccttgk:caggaagctctgtgaaggtgctgctgatgacccagattcctc<»tggtcctccp 

gtgtctcctgttggtgcccctcctgctcagtctctttgtactggggctatttctttggtttc 

tgaagagagagagag^gaagagtacattgaagagaagaagagagtggacatttgtcgggaa 

actcctaacatatgcccccattctggagagaacacagagtacgacacaatccctcacactaa 

tagaacaatcctaaaggaagatccagcaaatacggtttactccactgtggaaataccgaaaa 

agatggaaaatccccactcactgctcacgatgccagacacaccaaggctatttgcctatgag 

aatgttatctagacagcagtgcactcccctaagtctctgctgaaaaaaaaaaaaaaaaaaa 
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173/330 

GAAAGA03TGGTCCTGACAGA<^GACAATCCTATTCan , ACCAAA^GAAGATGCTGCTGCT 

GCTGTGTTTGGGACTGACCCTAGTCTGTGTCCATGCAGAAGAAGCTAGTTCTACGGGAAG6A 

ACTTTAATGTAGAAAAGATTAATGGGGAATGGCATACTATTATCCTGGCCTCTGAGAAAAGA 

GAAAAGATAGAAGAAC^TGGCAACTTTAGACTTTTTCTGGAGCA 

TTCCTTAGTTCTTAAAGTCCATACTGTAAGAG^ 

CTGACAAAACAGAAAAGGCTGGTGAATATTCTGTGACGTATGATGGATTCAATACATTTACT 
9 ATACCTAAGACAGACTATGATAACTTTCTTATGGCTGACCTCATTAACGAAAAGGATGGGG^ 
AACCTTCCAGCTGATGGGGCTCTATGGCCGAGAACCAGATTTGAGTTCAGACATCAAGGAAA 
GGTTTGCACTU^CTATGTGAGGAGCATGGAATCCTTAGAGAAAATATCATTGACCTATCCAAT 
GCCAATCGCTGCCTCCAGGCCCGAGAATGAAGAATGGCCTGAGCCTCCAGTGTTGAGTGGAC 
ACTTCT(^CCAGGACTCCAC(^TCATCCCTTCCrATCaVTA(^GCATCCCCAGTATAAATTC 
TGTGATCTGCATTCC^TCCTGTCTCACTGAGAAGTCCAATTCCAGTCTATCAACATGTTACC 
TAGGATACCTC^TCAAGAATCAAT^GACTTCTTTAAATTTCTCTTTGATACACCCTTGACAAT 
TTTTCATGAAATTATTCCTCTTCCTGTTCAATAAATGATTACCCTTGCACTTAA 



WO 00/73454 



PCT/US00/D8439 



174/330 

gXOTRS 3,74 

MKMJIJjCLGLTLVCVHAEEJ&STGRNFNVEKI 

IHVI^SLVLKVHWRDEECSELSMVADKTEKAGEYSVTYDGFNTFTIPKTDYDNFLMAHLI 
NEKDGETPQLMGLYGREPDLSSDIKERFAQLCEEHGILRENIIDLSNANRGLQARE 



* 
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175/330 



GGCTCGAGCGTTTCTGAGCCAGGGGTGACCA5SACCTGCTGCGAAGGATGGACATCCTGCAA 

TGGATTCAGCCTGCTGGTTCTACTGCTGTTAGGACT 

TCAGCTTAGTTGAGGAAGACCAATTTTCTCAA^ 

CCAGGAATTATAGGAGCAGGTCTGATGGCCATTCCAGCAACAACAATGTCCTTGACAGCAAG 
AAAAAGAGCGTGCTGCAAGAAGAGAACTGGAATGTTTCOTTCATCATTTTTCAGT 
CA6TCATTGGTGCTCTGTATTGCATGCTGATATCCATCCAGGCTCTCTTAA 
# ATGTGTAATTCTCC^GCAACAGTAATGCCAATTGTGAATTTTCATTGAAAAACATCAGTGA 
CATTCATCCAGAATCCTTC5AACTTGGAGTGGTTTTTCAATGACTCT 

GTTTCAATAAACCC^CCAGTAACGACACCATGGCGAGTGGCTGGAGAGCATCTAGTTTCCAC 
TTCGATTCTGAAGAAAACAAACATAGGCTTATCCACTTCTCAGTATTTTTAGGTCTATTGCT 
TGTTGGAATTCTGGAGGTCCTGTTTGGGCTCAGTCAGATAGTCATCGGTTTCCTTGGCTGTC 
TGTGTGGAGTCTCTAAGCGAAGAAGTCAAATTGTGT^TTTAATGGGAATAAAATGTAAGTA 
TCAGTAGTTTGAAAAAAAAAAA 
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176/330 



MTCCEGWTSCNGFSLLVLLLIX5VVLNAIPLIVSLVEEIX2FSQNPISCFEWWFPGIIGAGIJ1A 
I PATTMSLTARKI^CCNNRTGMFLSSFFSVITVIGALYCMLIS IQ2\LLKGPLMCNSPSNSMA 
NCEFSLKNISDIHPBSFNLQWFFNDSCAPPTGFNKPTSNOTMASGWBASSFHFDSEENKHRL 
IHFSVFLGLLLVGtLEVLFGLSQIVIGFLGCZiCGVSKRRSQIV 
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177/330 
FIGURE 177 

GTCGAATCCAAATCACTCATTCT^ 

GTCS^GTGTGTCTCCTGATGGTCTCGCTGGCCCTTTGCTGCTACCAGGCCCATGCTCTTGTCT 
GCCC^GCTGTTGCTITCTGAGATC^C^GTCTTCTTATTCTTAAGTGACGCTGCGGTi^CCTC 
<»AGTTGCCAAACTTAATCCACCTeCA^ 

CACCGATCAGATATCTTTTAAGAAACGACTCT^^ 

AAAATGTGGTGTGTGAC^TGTAAAAATGCTCSACGTGGTTTCCAAAGTCTTTCAACGACACC 
0 CTGATCTTCACTAAAAATTGTAAAGGTTTCAACACGTTGCTTTO 
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178/330 



MRLSVCI^MVSIJ^CCYQAHALVCPAVASEITVFL]^ 
KHCTDQISFKKRLSLKKSWWK 
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179/330 
FIGURE 179 

ATCCGTTCTCTGCGCTGCGJMXTTCAGGTGAGCCXJT^ 

TGAAGGAGCAGTGAGGAACCTGCAGAGTCACACAGTTGCTGACCAATTGAGCTGTGAGCCTG 
GAGCAGATCCGTGGGCTGCAGACCCCCGCCCCAGTGCCTCTCCCCCTGCAGCCCTGCCCCTC 
GAACTGTGA<affi^GAGAGTGACCCTGGCCCTTCTCCTACTGGCAGGCCT 
AAGCC^TGACCCATTTGCCAATTiAAGACGATCCCTTCTACTATGACTGGAAAAACCTGCAG 
CTGAGCGGACTGATCTGCGGAGGGCTCCTGGCCATTGCTGGGATCGCGGCAGTTCTGAGTGG 
A CAAATGCAAATACAAGAGCAGCCAGAAGCAGCACAGTCCTGTACCTGAGAAGGCCATCCCAC 
TCATCACTCCAGGCTCTGCCACTACTTGCSG^GCACAGGACTGGCCTCCAGGGATGGCCTGA 
AGCCTAACACTGGCC^CCAGCACCTCCTCCCCTGGGAGGCCTTATCCIXyUVGGAAGGACTTC 
TCTCCAAGGGCAGGCTGTTAGGCCCCTTTCTGATCAGGAGGCTrCTrTATGAATTAAACTCG 
CCCCACCACCCCCTCA 
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180/330 
FIGURE 180 

MERVTIJU^LLAGLTALEANDPFANKDDPFYYDWKNLQLSGLICGGLLAIAGIAAVLSGKCK 
YKSSQKQHS PVPEKAI PLITPGSATTC 
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181/330 

GGAGAAGAGGTTGTGTGGGACAAGCT^ 
TGGCTGGGCCTCAGACCGGTGGCAATGTCCCCaTG 
CTGGCTACTCGCCCGCATCCTGGCTTGGAOn?ATGCCT 
AGTGTTTCCCACAGCCCCCJUyiAeGGAACTGGTTTO 
ACAGAGGAGGGCTTGAAGGACTCGACCCAGATGTCGGC^ 
ATGGCTGGGTCCCATCATCCCCTTCATCGTTTTATGCCACCCT 
M CCAATGCCTCAGCTGCCATTGCACCCAAGGATAATCT 
CTGGGAGAAGGGATACTGCTGAGTGGCGGTGA^ 
GCXXXTCCTTCraTTT^^ 
TCATGCTTGACAAGTGGCAGCACCTGGCCT 
CACATCAGCCTCATGACCTTGGACAGTCTAC^^ 
TCAGGAGAGGCCCAGTGAATATATTGCCACCATCTTGGAGCTCA 
GAAGCCAGCATATCCTCCAGCAC^TGGACrTTCTGTAOTACCT 

TTCCJVCAGGGCCTGCCGCCTGGTGCATGACTTCACAGACGCTGTCATCCGGGAGCGGCGTCG 
CACCCTCCCCACTCAGGGTATTGATGATTTTTTCAAAGACAAAGCCAAGTCCAAGACTTTGG 
ATTTCATTGATGTGCTTCTGCTGAGCAAGGATGAAGATGGGAAGGCATTGTCAGATGAGGAT 
ATAAGAGCAGAGGCTGACACCTTCATGTTTGGAGGCCATGAtACCACGGCCAGTGGCCTCTC 
CTGGGTCCTGTACAACCTTGCGAGGCACCCAGAATACCAGGAGCGCTGCCGACAGGAGGTGC 
AAGAGCTTCTGAAGGACCGCGATCCTAAAGAGATTGAATGGGACGACCTGGCCCAGCTGCCC 
TTCCTGACCATGTGCGTGAAGGAGAGCCTGAGGTTACATCCCCCAGCTCCCTTCATCTCCCG 
ATGCTGCACCCAGGACATTGTTCTCCCAGATGGCCGAGTCATCCCCAAAGGCATTACCTGCC 
TCATCGATATTATAGGGGTCCATCACAACCCAACTGTGTGGCCGGATCCTGAGGTCTACGAC 
CCCTTCCGCTTTGACCCAGAGAACAGCAAGGGGAGGTCACCTCTGGCTTTTATTCCTTTCTC 
CGCAGGGCCCAGGAACTGCATCGGGCAGGCGTTCGCCATGGCGGAGATGAAAGTGGTCCTGG 
CGTTGATGCTGCTGCACTTCCGGTTCCTGCCAGACCACACTGAGCCCCGCAGGAAGCTGGAA 
TTGATCATGCGCGCCGAGGGCGGGCTTTGGCTGCGGGTGGAGCCCCTGAATGTAGGCTTGCA 
GT^CTTTCTGACCCATCCACCTGTTTTTTTGCAGATTGTCATGAATAAAACGGTGCTGTCAAA 
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182/330 

FIGURE 182 

msllslpwlglrpvamspwlllixwgsot^larii^ 

hlglitpteeglkdstqmsatysqgftvwlgpiipfivlchpdtirsitnasaaj1a.pkdnlf 
iretjcpwlgegiij,sggdkwsrhri«4ltpafb™ilksyitifnksanimldkwqhlasegs 
srldmfbhislmtldslqkcifsfdshcqerpseyiatilelsalvekrsqhilqhmdflyy 
lshdgrrfhracrlvhdftdavirepvrrtlptqgi ddffkdkaksktldfi dvlllskdedg 

kalsdediraeadtfmfgghdttasglswvlynijvrhpeyqercrqevqellkdrdpkeiew 

a DDLAQLPFLTMCVKESLRIJIPPAPFISRCCTQDIVLPrc^ 

POPEVYDPFRFDPENSKGRSPLAFIPFSAGPRNCIGQAFAMAEMKVVLAIMLLHFRFL 
EPRRKLELIMRAEGGLWLRVEPLNVGLQ 
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183/330 
FIGURE 183 

CAflCAGAAGCCAAGAAGGAAGCCGTCTATCTTGTGGCGATC^SSrATAAGCTGGCCTCCTGC 
TGTTTGCTTTTCACAGGATTCTTAAATCCTCTCTTATC^ 

AATATCCTTTCAACTCTCAGCACCTCATGAAGACGCGCGCTTAACTCCGGAGGAGCTAGAAA 
GAGCTTCCCTTCTACAGATATTGCCAGAGATGCTGGGTGCAGAAAGAGGGGATATTCTCAGG 
AAAGCAGACTCAAGTACCAACATTTTTAAC(XAAGAGGAAATTTGA 
CTCTGGACAAGATCCTAACATTTTACTGAGT(»TCT^ 
t AGAAACGTGAGACTCCTGATTGCTTCTGGAAATACTGTGTCISaAGTGAAATAAGCATCTGT 
TAGlXaGCTCAGAAACACraTCCTAGAATATGAAAAATAACAC^ 

AGTGTGGAGAAAAACTAGGCAAACTACACCCTGTTC^TTGTTACCTGGAAAATAAATCCTCT 
ATGTTTTGCACAAAAAAAAAAAAAAA 



WO00A73454 PCT/US00/08439 

1&/330 
FIGURE 184 

MYKIASCCIJ.FTGFIJJPIJ.SLPLLDSI^ISPQLSAPHEDARLTPEELERASIJ^ILPEM^ 
ERGDII^KADSSTNIFNPRGNLRKPQDFSGQDPNIUiSHLIARIWKPYKKRETPDCFWKYCV 
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185/330 



GAACATTTTTAGTTCCCAAGGAATGTACATCAGCCCCACGGAAGCTAGGCCACCTCTGGGAT 
GGGGTTGCTGGTTTAAAACAAACGCCAGTCATCCTATATAAGGACCTGACAGCCACCAGGCA 
CCACCTCCGCCAGGAACTGCAGGCCCACCTGTCTGCAACCCAGCTGAGGC CATGC CCTCCCC 

AGGGACCGTCTGCAGCCTCCTGCTCCTCGGCATGCTCTGGGTGGACTTGGCCATGGCAGGCT 
CGAGCTT(XTGAGCCCTGAACACCAGAGAGTCCAGCAG^ 

GCCAAGCTGCAGCCCCGAGCTCTAGCAGGCTGGCTCCGCCCGGAAGATGGAGGTCAAGCAGA 
m AGGGGCAGAGGATGAACTGGAAGTCCGGTTCAACGCCCCCTTTGATGTTGGAATCAAGCTGT 
C^GGGGTTCAGTACCAGCAGCACAGC(^GGCCCTGGGGAAGTTTCTTC^GGACATCCTCTGG 
GAAGAGGCO^GAGGCCCCAGCCGACAAGJE^CGCC^ 

AAGTTTAGAAGCGCTCATCTGGCTTTTCGCTTGCTTCTGCAGCAACTCCCACGACTGTTGTA 
CAAGCTCAGGAGGCGAATAAATGTTCAAACTGTA 
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186/330 



MPSPGTVCSIJJ^GMLWLDIJ^GSSFLSPEHQRVQQRKESKKPPAKI^PRAIAGWI^ 
GQAEGAEDELEVRFNAPFDVGIKLSGVQYQQHSQALGKFLQDILWEEAKEAPADKO 



WO 00/73454 



PCT/DS00/08439 



187/330 
FIGURE 187 

CGGCCACAGCTGGCATGCTCTGCCTGATCGCCATCCTGCTGTATGTCGTCGTCCAGTACCTC 
GTGAft^CCCCGGGGTGGTCCGCACGGACCCCASATGTCAAGAATMSAACACGTGGCTGCTGT 
TCCTCCCCCTGTTCCCGGTGCAGGTGCAGACCCTGATAGTCGTGATCATCGGGATGCTCGTG 
CTCCTGCTGGACTTTCTTGGCTTGGTGCACCTGGGCCAGGTGCTCATGTTCGACATCTACCT 
GAGTATGTCCCCCACCCTAAGCCCCCGATCCCCCCAAGGCTGGGTGGTCAGAGGTGCTCATC 
TTAC^CCTCTACTTGAGTATGTCCCTAACCCTGAGCCCCCCACGCCTGGGGCeAGAGTCTTT 
GTCCCCCGTGTGCGCATGTGTTCAGGGTCAGCCTCTCCCAGAAGTGAGATCATGGACAAAAA 
GGGCAAATCACAGGAAGAAATTAAATCCAT^^ 

T(^CGCCGAGACCTGCAGGAGTGGTGC(^GGTGCTS^AGTAACAAGTTTAAAATGTTCAGA 
GACAATGGAATGGAATCTATTAGGGAAGAACAGGACATTATGAAATAAGGACAGGTGGACTT 
CCAAAAACACAAGTAGAAATTCTAACAATGAAATATATTAC^GGCAGGT(^CCC^CTAA(XA 
AACAACTGAAGCGAGAGCTGTGGTCTTGCTTGGTCTCACAGTGGGCACAGCGGTAGGCGGTC 
AGTCATGTTGCTGAACGACGGAGGGTAAACTCCCCAGCCCGAAGAAAACCTGTGTTGGAAGT 
AACAACAACCTCCCTGCTCCTGGCACGAGCCGTTTTGGTCATGGTGGGCCAGCTGCAAAGCG 
TCTTCCATTCTCTGGGCAGTGGTGGCCCCGAGGCTGTGGCCTCTCAGGGGGTTTCTGTGGAC 
ACGGGCAGCAGAGTGTGTCCAGGCCAGCCCCCAAGAATGCGCTGCTCCTGACAGCTTGGCCA 
ACCCCTGGTCAGGGCAGAGGGAGTTGGGTGGGTCAGGCTCT6GGCTCACCTCCATCTCCAGA 
GCATCCCCTGCCTGCAGTTGTGGCAAGAACGCCCAGCTCAGAATGAACAGACCCCACCAAGA 
GCCTCCTTGTTCATAACCACAGGTTACCCTACAAACCACTGTCCCCACAGAACCCTGGGGAT 
GTTTTAAAACACACACCTCTAACGCATATCTTACAGTCACTGTTGTCTTGCCTGAGGGTTGA 
ATTTTTTTTAATGAAAGTGCAATGAAAATCACTGGATTAAATCCTACGGACACAGAGCTGAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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188/330 

FSCTBg 188 

MNTWIJ>FLPLFPVQVQTLIWIIGMLVLIJ J DFI^LVHI^JLLIFHIYLSMSPTLSPRSPQGW 
WRAAHLTPLLEYVPNPEPPTPGARVFVPRVRMCSGSASPRSEIMDKKGKSQEEIKSMRTQQ 
AQQEAELTPRPAGWPGA 
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189/330 

figure; xas 

GGAGTGCAGATGGCATCCTTCGGTTCTTCCAGACAAGCTGG^ 

ATGGAGCTCTCGAAGGCCTTCTCTGGCCAG 

AT(^CTCAGCTTCTC(»C^ 

TGCCCAAGCCCCTGTGCGAGAAAGGTCTGGC^ 

GATGGAGATACCAACACATQ^CCCAGGAGGTGG^^ 

CCGGTTCTCCTTCCGGAGCTTCCGGAGTC 
^ AACCAGGGGAGAGGTGCCGAAGTTTCATTG^ 
• GGACTACTGGAATTTGCCACGTTGCAAGGCCCATGTCACCCCACT 

6C6GTTGAT6GA6AAGGCTTCCCTCCCCTCCCCTCCCTTGGGGCT 

TGGTTATCCCTGGGAACGCAGATCACCTA(^TCGGACTTCAATTC^ 

ACTAACAGACTTGCTACTCACTGGGAACCCT 

CTGTTTCCTCTGTCCTGTCAGGTCTCCT 

TTCCAAGCGACTGTCAACTTGGGT(X^GAAGAC^ 

GGCCTTCTACATGGCCTGGCTCTCCTTCACCTGCTGCATGGCGTCGGCTGTCACCACCTTCA 
ACACGTACACCAGGATGGTGCTGGAGTTCAAGTGCAAGCAJftSTAAGAGCTTCAAGGAAAAC 
CCGAACTGCCTACCACATCACCATCAGTGTTTCCCTCGGCGGCTGTCAAGTGCAGCCCCCAC 
CGTGGGTCCTTTGACCAGCTACCACCAGTATCATAATCAGCCCATCCACTCTGTCTCTGAGG 
GAGTCGACTTCTACTCCGAGCTGCGGAACAAGGGATTTCAAAGAGGGGCCAGCCAGGAGCTG 
AAAGAAGCAGTTAGGTCATCTGTAGAGGAAGAGCAGTGTTAGGAGTTAAGCGGGTTTGGGGA 
GTAGGCTTGAGCCCTACCTTACACGTCTGCTGATTATC^ 

TCTCTTGAGCATGGTTTTTAGAGGCTACGAATAAGGCTATGAATAAGGGTTATCTTTAAGTC 
CTAAGGGATTCCTGGGTGCCACTGCTCTCTTTTCCTCTACAGCTCCATCTTGTTTCACCCAC 
CCCACATCTCACACATCCAGAATTCCCTTCTTTACTGATAGTTTCTGTGCCAGGTTCTGGGC 
TAAACCATGGAGATAAAAAGAAGAGTAAAATACACTTCCCGACCTTAAGGATCTGAAA 
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1907330 



MAKMELSKAFSGQRTIJ.SAILSMLSLSFSTTSLLSNYWFVGTQKVPKPLCEKGLAAKCFDMP 
VSLDGDTNTSTQEWQYNWETGDDRFSFRSFRSGMWLSCEETVEEPGERCRSFIELTPPAKR 
GEKG1^FATL<^PCHPTLRFWKRLMEKASLPSPPLGLCGKNPMVIPGNADHLHRTSIHQL 
PPATNRLATHWEPCXWAQTERLCCX!FlXPVRSPGDGGPHDVFTSLPSDCQLGSRRLE'rTCLE 
LWLGLLHGLALLHLLHGV GCHHLQHVHQDGAGVQVQA 
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191/330 

VXGtm 1 9 1 

AACEGGAAGGAAAGAAAGAAAGGTCAGCTTTGGCe^ 

TCTTTATGTCTTTCTCCTCTTCCTATTCTGTCATCTCCCTCACTT2UUOTCTCAGGGCT6T^ 
GCAGCTCCTGTGGACATTGCCATCCCGTCTGGTAGCCTTCAGAGC2UVACAGGACAACCTATG 
TTATGGATGTTTCCACCAACC^USGGTAGTGGCATGGAGCACCGTAACCATCTGTGCTTCTGT 
GATCTCTATGACAGAGCCACTTCTCCACCTCTGAAATGTTCCCTGCTCTGAAATCTGGCATG 
AGATGGCAC^GGTGACCACGCAGAAGCCACCAGAATCTTGCCTGCCCTATTCCTCCTCCCAA 
a GTCTGTTCTCTTATTGTCAACGTTaiGCACAACAGGCTGGCGCCAATGGC^ 

CAATCTGTGTGGCTAGTGGGCAGATTAC^TGCAAGCCCCAGGAGAAATGGAGGAGCTTTGT 
AGCX^CCTCCCTGTCAGCCAGTATTAACATGTCCCCTTCCCCCTGCCCCGCCGTAGATTCAG 



CTCCTGGTACCCAGCAAGACGTCTGTTCCAGGGCAGTGTAGCATCTTTCAAGCTCCGTTACT 
ATGGCGATGGCCATGATGTTACAATCCCACTTGCCTGAATAATCAAGTGGGAAGGGGAAGCA 
GAGGGAAATGGGGCCATGTGAATGCAGCTGCTCTGTTCTCCCTACCCTGAGGAAAAACCAAA 
GGGAAGCAACAGGAACTTCTGCAACTGGTTTTTATCGGAAAGATCATCCTGCCTGCAGATGC 
TGTTGAAGGGGCACAAGAAATGTAGCTGGAGAAGATTGATGAAAGTGCAGGTGTGTAAGGAA 
ATAGAACAGTCTGCTGGGAGTCAGACCTGGAATTCTGATTCCAAACTCTTTATTACTTTGGG 
AAGTCACTCAGCCTCCCCGTAGCCATCTCCAGGGTGACGGAACCCAGTGTATTACCTGCTGG 
AACCAAGGAAACTAACAATGTAGGTTACTAGTGAATACCGCAATGGTTTCTCCAATTATGCC 
CATGCCACCAAAACAATAAAACAAAATTCTCTAACACTGAAA 
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192/330 

ElgQBE 192 

MWLPLGLLSLCLSPLPILSSPSLKSQACQQIJtWTLPSPLVAFRANRTTYVMDVSTNQGSGME 
HRNHLCFCDLYDRATSPPLKCSLL 
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193/330 



FIGURE 193 

GTAGOGCGTCTTGGGXCTCCCGGCTGCGGCTGCTGGCGGC^C 

CCGCC^gGCAGGCATCAAAGCTTTGAI^^ 

GGATGTGCCCTTCCAATATACAACAAATAC^^ 

ATACTGCATAGCAAGAAGATTAGTGGMGftTACA(^ 

TTACAACGGGCAXTGTCGTGTQ&CTTTTGGACTG^ 

(XrTTGTGCACTTOTCT 

CAAIGftCGACTTCAGCTGGCaGC^^ 

GWOXCATTaKXXAC^^ 

GGTGCTCCCTTCTCACTTTTATTGTAAG^ 

CTTTTGGAAAAGCTTGACTGATTT CACACT 

TTM Gg€TCTTTCCTGragU3GT^ 

TAGCCTCCAITATTACAAAAAATTATAAAAATAAGT^ 

CAGACATACAGACGGTTGGC&IACGTTJ^^ 

GGGCQUVCTGTTAATGCCCATGCCCTCCGTTRAjGGCT 

MUUmCATTTTATGGMOTGCTJ^^ 

AGGTAAGGGTGTAAAAACATTTTTGAGATAA^ 

GGGAAGAAATGAOOT'GAAATTCCAGTrrTTGA^ 

AACCTTTC^TGTTTTACCCTGTC^ 

ATCATAraTGCCAGAAAACCTTCCTCTGCTTCCTC^ 

TAACTTTTCAAATATAGTTTAATAACACTTAG^^ 

CAGW^GCCCCCTCCCCTGa^ 

TTAACAGTTTA7VGATTTAGACCATGGTAATACT 

T ATyT TTAAGACAAGTTTCCTGTATAGCTCTGAACTG^^ 

CCTTTATAAAAGGCATTTGTTGTGTGAGTTAATGCA2UVCT 

ACCT6ACCAAAAAATTCCCAGTAACCAGGCATGATCAATTTATAGTGG 

CTTTPTTC&GGAGTGGGTTATAAAAACATTCAACT 

TTTAITCAGTATACTTACATAAAAATTAXTTCGCCATCAG^ 

TTTATGAAGTTTATTTCTCJUUaAAAATGGGAATAAATCT 

AGCCACAGGTTTTATTGCCTAACTTAAGCCATGACT 

GCGTGTGGCTGGAGCCTTCCCACTGGAGGCTGAAAGTGGCTTGTGGTATTATAATGTTCAG^ 

GGTGCAGGTACACATGAGTTAGAGAGCTGGTGAGACAGTTGGGAACTCTOT 

TTTTTTGGAGGAAGTGCATTCTCTGGTC^ 

TTTTATCCACOTGGCCACAGACTTTTTC^ 

GTGTCTTTGACCTTGTATACTAGCTTGACATAGTGCT 

TTTCXATAGAATATGCACTGATACAACATTACCATTCTTCT 

AGATTTTAAATATCTATTTTAAAAAAAAAA 



WO 00/73454 



PCT/US00/08439 



194/330 



MftGIKALISLSE^GAIGIWFI^GCALPIYNlCYWPLFV^ETYII^PIPYCIARRLVDDTDA^ 

SNACKELAIFLTTGIWSAFGLPIVFARAHLIEWGACALVLTGNTVIFATILGFFLVFGSND 
DFSWQQH 



WO 00/73454 



PCT/US00/08439 



195/330 

EK3HBB 3.95 

CCCACGCCTCCGOX^^ 
AACGTCACAGTCCGAACTGCAGAGGO 



GCXXTGGATATAATTAGCCTGCACAGAAAGGGAGCAGCT 
GAC&G3U2CGCTTCCAATGGACATTCTO 

CTCTGTCTATACTGGCTGCTGAGGAGGCCCTCGGGGGTGGTCT^ 




GGA0G0COTCAGAAACTGCGCO5AGTTAW 
<£ACCTTCCGG^ 

CTCTTGGACGGGCTGCGGAAGCTCAGCJ! ' ~ 




TGCCGCACCTGCAGTCCCTGCAGCTGGACTCCAAC^ 

AACTCOrrGACAAGCATCACCCTGGCCGGGAAC^ 

GCTCAGCAACTTCXAGGGGCTO 

TCCTG^ 

GTOJCCAACC^^ 

CGACGGCACATTCGAGCCTGCCACCGTGGCTCT^^ 

AGGJGCTCACGGGCACCATGGCCCTCATCTTC 

TGTTTCCCAGCCAGCCTCAGGCAGCTCAGACAGTGCTTTCT 

CATGCATCAGATGGCTGCXIATGTCTGCCCAGGAATACT 

TGGTGATCATCAACGAGTATGGCTCGTGTACCTGCCACCAGCAGCCC 

CAGTGGCTCTCAACCCATGCGCTACCAAATAaKX^ 

CTCCTTGTCTGTGCTCTGATATGCTCCTTGACTGAAACTTTAAGGGGATCTCTCCCA 

CTTTATTGTGTCTTAAAAACAAAAGCGAAXTAAAACAC^ 

TATCTTAAATTTCATATGAGAACTCCTTCCTCCCTTTGAM 

AAAGCTGGCCATAAGACAGAGAGAGAATAATCGTGCTTTGTTTTATGCTACTCCTCCCACCCT 
AACATCATGTATGTAGAAGATCTTAAGTCCATACGCATOT 
TGGGAGCTTAAGAGO\AATGATGACCATAGAAAGCTATGTTCTTACTTTG 
TTGTGTGTCTTTGTAGGCAAGCAAACGT^ 

GCCTCTAGCTCTGGAGACTGGTGGGGGGAGGTGGGGGGAAACGGCAGGAA 

AAGGTTTTGTAACACTTGAAATCTTTTCTTTCT 

CCTCTAAGCAAACTACTAAGCATTTAAAAGAGAATCTAA^ 

CC^CAGAGGGTGCTAATCTCATTATGCTGTGCTATCT 

GGCATTGTGATGGATTG^XXrrCCATrFGG^ 

TTTCGAATATTTATATAGAAAAAAAGTCTTITGACATGACAAATGACACTC^ 
GTTTTTTAGGTTGGACCAGAGGAAGCAGGTTAAATGAGACCT 

CCCTGATGCTCAGATCTTAGCCTTGATATTAATAGTTGAGACCACCTACCCACAATGCAGCCTATA 

ACTACAAAGTTACCATCGCAAAGGAAAGGTTATTCCAGTAAAAGGAAATAGTTTTCTCAACCATTTAA 

TCTTCTGAACTCATCAAAGTAGAAGAGCCCCCAACCTTTTCT 

ATTTAGCATCAACAACACATITATGAGTATATGTAAGTAATCAGAGGGGCAAATGCCAC^ 

AGTTTTCCAAGCAAGTACACACAGATCTCTGGTAGGATTAGGGGCCACTTGTGTO 

CTTGTCAGCAAGTTTGATGCCTAGT^ 

GGTAGAAGGAACATCATCACATACCCCTCTCACAGAGA 

AGCAAGAGTGTCATAATGTTTCAGGGTAGTCAAAATAAACATAAATTATCTC 

GCTGATTTGGGTCTGCCATTGAaVGAATGTCAAATAAAAAGGAATTAGCT 

CTGAAATATATTTTGAGATAGGTTTAGAATGTCA 
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196/330 

mdflli^i^lywij.rrpsgvvix:li^cf(^paapsgcpqi^rcegrllycealnlteaph 
n1sgixgi^lrynslselragqftgimqltwlyldhnhicsv<^daexjklrrvkeltlssnq 

IT(^.PinTFRPMPNLRSVDLSYNKLQALAPDLFHG^ FQDCRS 
LKFLDIGYNQLKSLARNS FAGLFKLTELHLEHN DLVKVN FAHFPRLI SLH SLCLRRN KVAI V 
VSSLDWVWNLEKMDLSGNEIEYMEPHVrETVPHLQSLQLDSNRLTYIEPRILNSWKSLTSIT 
LAGNLWDCGRNVCALASWLSNFQGRYIX3NIi<KIASPEYAQGEDVLDA 
t HLLSAVTN RS DLG PPAS S ATTLADGGEGQH DGT FEPATVAL PGGEHAENAVQ I HKWTGTMA 
LIFSFLIVVLVLYVSWKCFPASLRQLRQCFVTQRRKQKQKQTMHQMAAMSAQEYYVDYKPNH 
IEGALVI INEYGSCTCHQQPARECEV 
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197/330 



GTGCAAGGAGCCGAGGCGAC^SSGGCGTCCTGGGCCGGGTCCTGCTGTGGCTGCAGCTCTGC 
GCACTGACCCAGGCGGTCTCCAAACTCTGGGTCCCCAACACGGACTTCGACGTCGCAGCCAA 
CTGGAGCCAGAACCGGACCCCGTGCGCCGGCGGCGCCGTTGAGTTCCCGGCGGACAAGATGG 
TGTCAGTCCTGGTGCAAGAAGGTCACGCCGTCTC^GACATGCTCCTGCCGCTGGATGGGGAA 

CGCGGGCGAACCTGCCGTCTTGCGCGACTCTGACCGCTTCTCCTGGCATGACCCGCACCTGT 
m GGCGCTCTGGGGACGAGGCAGCTGGCGTCTTGTTCGTGGACGCCX1AGCGCGTGCCCTGCCGC 
CACGACGACGTCTTCTTTCCGCCTAGTGCCTGCTTCCGCGTGGGGCTCGGCCCTGGCGCTAG 
CCCCGTGCGTGTCCGCAGCATCTCGGCTCTGGGCCGGACGTTCACGCGCGACGAGGACCTGG 
CTGTTTTCCTGGCGTCCCGCGCGGGCCGCCTACGCTTCCACGGGCCGGGCGCGCSGftGCGTG 
GGCCCCGAGGACTGCGCGGACCCGTCGGGCTGCGTCTGCGGCAACGCGGAGGCGC^GCCGTG 
GATCTGCGCGGCCCTGCTCCAGCCCCT 



WO 00/73454 



PCT/US00/D8439 



198/330 



MGVLGRVLLWLQLCALTQAVSKLWVPNTDFDVAANWSQNRTPCAGGAVEFPADIMVSVLVQE 
GHAVSDMLLPLDGELVLASGAGFGVSDVGSHLDCGAGEPAVFRDSDRFSWHDPHLWRSGDEA 
PGLFFVDAERVPCRHDDVFFPPSASFRVGLGPGASPVRVRSISALGRTFTRDEDLAVFLASR 
AGRLRFHGPGALSVGPEDCADPSGCVCGNAEAQPWICAALLQP 
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199/330 

FIGURES 199 

ATCGCATCAATTGGGAGTACCATCTTCCTCMSGGACCAGTGAAACAGCTGAAGCGAATGTT 
. TGftGCCTACTCGTTTGATTGCAACTATCATGGTGCTGTTGTGTTTTGCACTTAGCCTGTGTT 
CTGCCTTTTGGTGGCATAACAAGGGACTTGCACTTATCTTCTGCATTTTGCAGTCTTTGGCA 
TTGACGTGGTACAGCCTTTCCTTCATACCATTTGC^GGGATGCTGTGAAGAAGTGTTTTGC 
CGTGTGTCTTGCAS^TTCATGGCCAGTTTTATGAAGCTTTGGAAGGC^CTATGGACAGAAG 
CTGGTGGACAGTTTTGTAACTATC7FTCGAAACCTC 

m TGCAGCAATGTGTTGCTTGTGATTCGAACATTTGAGGGTTACTTTTGGAAGCAACAATACAT 
TCTCGARCCTGAATGTCAGTAGCA(^GGATGAGAAGTGGGTTCTGTATCTTGTGGAGTGGAA 
TCTTCCTCATGTACCTGTTTCCTCTCTGGATGTTGTCCCA 

CTATTCAGCAACAGCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAA 
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200/330 



MGPVKQLKRMFEPTRLIAT JMVLLCFALTLCSAFWWHNKGLALI FCILQSLALTWYSLSFI P 
FAR DAVKKC FAVCLA 



WOMTO454 



PCT/DSOO/08439 



201/330 




STCaGCGCAGGTGAGCTCCTC 

CGGMGGAGTCTOrPCXJ^^ 

GGGA(«3AAAAXTAGG^^ 

AACTGATCJtfUCTACTTT . 

AACCMXTPrTTCTCTCC^^ 

T^MAAMTTCCAACGeCCC^^ 

mATTACAAA^^ 

AAMGAiaiGTTTGftTCCXiUTCGG^^ 

GGGaMaUUXKACAC^^ 

ACAGATGTAAAAAXACAXAAGCGCTT^^ 

. ATGftCJttGGGMJUXaiTTGGCS^^ 
GGMAraCATACAAATGCTGAAAlU^^ 
AATGACGCAGTGCTCTGAGGAAAGGTTA^ 
MCAMPCTC CagTAgOUXC JiT^ 

^CGGTTACGATAATGCGCTAGCAGATArGairCCAATA 
TCAAAAGAAGCCATGAACTCCACAGATTTGTAC^^ 
CAATGGATCATTCTGGAATGTCCyUjGATCTGCTCAATTC^ 
CTAXACITCrrCCXZrGGTAGTGTT^^ 

TCTCTTGQCAGCaTTATAGTGATTGTATTTTTTGTMTTTTCAra 
CTTACAAGAXATGCATGCTGAAATAGCTC^ 
TTGAACTGGAGATTCCATAAOTATGTCMTGOT 
AGAMCCATTAAGCAGTTACMAT^ 

ATACTTAGACCTGCAAAGGAATAAAGATGTGAGAGTATGTCTCCAT 

ATCCTGCTTTATTTGGACTTGGCGCAGATAATGTATATATTT^ 

ATTGCACTTTAAATTTCTCTCCTGATGGGTACTTTAATTTGAAATGCACTTTATGG 

TTGATTGAAAATGACAACTTTTTGCACCCATGT CACAGAAT ACTTGTTACGCATTGTT CAAACT GAAGGAAATT 
TCTAATAATCCCGAATAATGAACATAGA^ % 

AAATTAAATGTGATAACCTOTGAACCTTGAATTTTGGAGATGTATTCCC^ 

TTCTTGTCTTATTTCrrTTCCAG 

ATTCGTTCTAAATATATTGTTTCT^ 

TAATAATGAAGACACCATGAATATACTTTTCTTCTATATW 

CCATCTCAGCAATGTTTTCTCTTGTTTGTAATTATTTGCT 

AAATCAAATTGGATAAAAAAAAAAAAAAAAAAA 



WO 00/73454 



PCT/DS00/08439 



202/330 
FIGURE 202 

^SKFILVSFIIJUU.SLSTTFSLQLIXXiKVIJ,VSFDGFRWDYLYKVPTPHraYIMKYGVHVK 

QVTNVFITKTYPNHYTLVTGLFAENHGIVANDMFDPIRNKSFSLDHMNIYDSKFWEEATPIW 

I TNQPAGHTSGAAMWPGTDVKIHKRFPTHYMPYNESVSFEDRVAKIVEWFTSKEPINLGLLY 
WBDPDDMGHHI^PDSPLMGPVISDIDKK^^ 

LIELDQYLDroHYTLIDQSPV^LPKEGKFDEVYEALTHAHPNLTVYKKEBVPE 
SRIQPIIAVADEGWHILQNKSDDFU^HGYDl^^ 
A WP ^HIJJIITAMPHNGSFWNVQDIJJIS^ 

IGVSLGSI IVIVFFV1 FIKHLIHSQIPALQDMHAEIAQPLLQA 

Signal Peptide: 

amino acids 1-22 

amino acids 429-452 
N-glycosylation sites: 

amino acids 101-104, 158-161, 292-295, 329-332, 362-365, 369- 
372, 382-385, 389-392 

Somatomedin B Domain: 

amino acids 69-85 

Sulfatase protein Region: 
amino acids 212-241 
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203/330 

GG2m^TTGTGATCCGCGATTCGCTO:(^CGG<3CGGGACCTTTGTAACTGCGGGAGGCCCAG 

^CAGGCCC^CCCTGCGGGGCGGGAGGCAGCCGGGGTGAGGGAGGTGAAGAAACCAAGACGC 
AGAGAGGCCBAGCCCCTTGCCTTGGGTCAC^ 

CCAGATCCAGAGGOU\OU3GGACai®^^ 

AAGGTGGCTCCCG<^GAGAGGATGAGCAAGTTCT^AAGG 
CTAC(^TGCCTGGAACATOUiCTACAAGAAAT^^ 
M AGCAGCCACCACCCACACCAGTCTCAGGCGAGGAAGGCAG^ 

CCTGCCCCTGG«:CCGCACCCAGGGCCCCCCTTGACTTCAGGGGCATGTTGAGGAAACTGTT 
CAGCTarCAOM^TTTCaGGTCATCATCATCTGCTTGCT 

^GCTGAGCTCATCCTGGACCTGAAGATCATCCAGCCCGACAAGAATAACTATGCTGCCATG 
GTATTCCACTAC^TGAGCATCACCATCTTGGTCTTTTTTATGATGGAGATCATCTTTAAATT 
ATTTGTCTTCCGCCTGAGTTCTTTCACCACAAGTTTGAGATCCTGGATGCCCGTCGTGGTGG 
TGGTCTCATTCATCCTGGACATTGTCCTCCTGTTCCAGGAGCACCAGTTTGAGGCTCTGGGC 
CTGCTGATTCTGCTCCGGCTGTGGCGGGTGGCCCGGATCATCAATGGGATTATCATCTCAGT 
TAAGACACGTTCAGAACGGCAACTCTTAAGGTTAAAACAGATGAATGTACAATTGGCCGCCA 

agAttcaacaccttgagttcagctgctctgagaagcccctggacs^tgagtttgctgtatc 
aacctgtaaggagaagctctctccggatggctatgggaatgaaagaatccgacttctactct 
cacacagccaccgtgaaagtcctggagtaaaatgtgctgtgtacagaagagagagaaggaag 

CAGGCTGGCATGTTCACTGGGCTGGTGTTACGACAGAGAACCTGACAGTCACTGGCCAGTTA 
TCACTTCAGATTAOUVATCACACAGAGCATCTGCCTGTTTTCA^ 

AAAATCTATAAAGATATTCTGAAAATATGACAGAATTTGACAAATAAAAGCATAAACGTGTA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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204/330 

E I S HBB 2 0 4 

MATWDEKAVTRRAKVAPAERMSKFLRHFTWGDDYHAWNINYKKWENEEEEEEEEQPPPTPV 

SGEEGRAAAPDVAPAPGPAPRAPLDFRGMLRKLFSSHRPQVIIICXVVLDMiLVIAELILDL 

KIIQPDKNNYAAMVPHYMSITILVFiMlEIIFKLFVFRLSSFTTSlJ^WMPVVVVVSFILDI 

VliFQEHQFEAI^LLIIJjRLWRVARIINGIIISVOT 

CSEKPLD 
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• 

205/330 



CGGCTCGAGCTCGAGCCGAATCGGCTCGAGGGGCAGTO 
fifriCTGTCTGTGCCTGTACGTGCCGGTCA 
AGTCGAAGGGGCTCCCTGCCGAGCTGAAGTCGAITTTC^^ 
CAGGAATTCTCCACCTACCGCCAGTGGAAGCAGAAAATTGT^ 
TGATGGGCAGCTAGACTTTGAAGAATTTGTCCATTATCTCCAAGAT 
GGGTGGTGTTTAAGATTTTGGAGAAAAAGAAT^ 
CAGTCCCTGCGGGACTTGGGAGTCAAGATATCT^ 
CATGGATAAAAACGGC^CGATGAaaTCGACTGGAACGAGTGGAGAGA 
ACCCCGTGGAAAACATCCCCGAGATCATCCTCTACTGGAAGC^^ 
WTGAGAATCTAACGGTCCCGGATGAGTTCACAGTGGAG^ 
GAGAC^CCTGGTGGCAGGAGGTGGGGGAGGGGCCGTATCCAGAACCT 
ACAGGCTCAAGGTGCTCIATGCAGGTCCATGCCTCCCGCAGG^ 
* GGCTTCACTCAGATGATTCGAGAAGGAGGGGCCAGGTCA 
CGTCCTCAAAATTGCCCCCGAAXCAGC^ 
TTGTTGGTAGTGACCAGGAG&CTCTGAGGATTC^ 
GGGGCCATCGCCCAGAGCAGCfcTCTATC^ 

GAAGACAGGCCAGTACTGAGGAATGCTGGACTGCGCGAGGAGGATCCTGGCX^ 
TGGCCGCCTTCTACAAAGGCTATCT^ 

GACCTTGCAGTCTACGAGACGCTCaAGAATGCCTGGCTGCAGGACTATGCAGTGAAC^ 

GGACCCCGGCGTGTTTGTGCTCCTGGCCTGTGGCACCATGTCCAGTACCTGTGGCCAGCTGG 

CCAGCTACCCCCTGGCCCTAGTCAGGACCCGGATGCAGGCGGAAGGCTCTATTGAGGGCGCT 

CCGGAGGTGACCATGAGCAGCCTCTTCAAACATATCCTGCGGACCGAGGGGGCCTTCGGGCT 

GTACAGGGGGCTGGCCCCCAACTTCATGAAGGTCATCC^ 

TCTACGAGAACCTGAAGATCACCCTGGGCGTGCAGTCGCGGlfiaiCGGGGGGAGGGCCGCCCG 

GGAGTGGACTCGCTGATCGTGGGCCGCAGCCTGGGGTGTGCAGCCATCTCATTCTGTGAATG 

TGCX^CACTAAGCTGTCTCGAGCC^GCTGTGAAAACCCTAGACGC^CCCGCAGGGAGGCT 

GGGGAGAGCTGGCAGGCCCAGGGCTTGTCCTGCTGACCCCAGCAGACCCTCCTGTTGGTTCC 

AGCGAAGACCACAGGCATTCCTTAGGGTCCAGGGTCAGCAGGCTCCGGGCTCACATGTGTAA 

GGACAGGACATTTTCTGCAGTGCCTGCCAATAGTGAGCTTGGAGCCTGGAGGCCGGCTTAGT 

TCTTCCATTTCACCCTTGCAGCCAGCTGTTGGCCACGGCCCCTGCCCTCTGGTCTGCCGTGC 

ATCTCCCTGTGCCCTCTTGCTGCCTGCCTGTCTGCTGAGGTAAGGTGGGAGGAGGGCTACAG 

CCCACATCCCACCCCCTCGTCCAATCCCATAATCCATGATGAAAGGTGAGGTCACGTGGCCT 

CCCAGGCCTGACTTCCCAACCTACAGCATTGACGCCAACTTGGCTGTGAAGGAAGAGGAAAG 

GATCTGGCCTTGTGGTCACTGGCATCTGAGCCCTGCTGATGGCTGGGGCTCTCGGGCATGCT 

TGGGAGTGCAGGGGGCTCGGGCTGCCTGGCCTGGCTGCACAGAAGGCAAGTGCTGGGGCTCA 

TGGTGCTCTGAGCTGGCCTGGACCCTGTCAGGATGGGCCCGACCTCAGAACCAAACTCACTG 

TCCCCACTGTGGCATGAGGGCAGTGGAGCACCATGTTTGAGGGCGAAGGGCAGAGCGTTTGT 

GTGTTCTGGGGAGGGAAGGAAAAGGTGTTGGAGGCCTTAATTATGGACTGTTGGGAAAAG^ 

TTTTGTCCAGAAGGACAAGCCGGACAAATGAGCGACTTCTGTGCTTCCAGAGGAAGACGAGG 

GAGCAGGAGCTTGGCTGACTGCTCAGAGTCTGTTCTGACGCCCTGGGGGTTCCTGTCCAACC 

CCAGCAGGGGCGCAGCGGGACCAGCCCCACATTCCACTTGTGTCACTGCTTGGAACCTATTT 

ATTTTGTATTTATTTGAACAGAGTTATGTCCTAACTATTTTTATAGATTTGTTTAATTAATA 

GCTTGTCATTTTCAAGTTCATTTTTTATTCATATTTATGTTCATGGTTGATTGTACCTTCCC 

AAGCCCGCCCAGTGGGATGGGAGGAGGAGGAGAAGGGGGGCCTTGGGCCGCTGCAGTCACAT 

CTGTCCAGAGAAATTCCTTTTGGGACTGGAGGCAGAAAAGCGGCCAGAAGGCAGCAGCCCTG 

GCTCCTTTCCTTTGGCAGGTTGGGGAAGGGCTTGCCCCCAGCCTTAGGATTTCAGGGTTTGA 

CTGGGGGCGTGGAGAGAGAGGGAGGAACCTCAATAACCTTGAAGGTGGAATCCAGTTATTTC 

CTGCGCTGCGAGGGTTTCTTTATTTCACTCTTTTCTGAATGTCAAGGCAGTGAGGTGCCTCT 

CACTGTGAATTTGTGGTGGGCGGGGGCTGGAGGAGAGGGTGGGGGGCTGGCTCCGTCCCTCC 

CAGCCTTCTGCTGCCCTTGCTTAACAATGCCGGCCAACTGGCGACCTCACGGTTGCACTTCC 

ATTCCACCAGAATGACCTGATGAGGAAATCTTCAATAGGATGCAAAGATCAATGCAAAAATT 

GTTATATATGAACATATAACTGGAGTCGTCAAA/^GCAAATTAAGAAAGAATTGGACGTTAG 

AAGTTGTCATTTAAAGCAGCCTTCTAATAAAGTTGTTTCAAAGCTGAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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PCT/USOO/08439 



206/330 
FIGDRE 206 

MLCLCLYVPVI6EAQTEFQYFESKGLPAELKSIFKLSVFIPSQBFSTYRQHKQKIVQA6DKD 
LDGQLDE^EFVHYLQDHEKKLRLVFKILDKKNDGRIDAQEIMQSLIU)IiGVKISE(XJABKILK 
SMDKNGTMTIDWNEWRDYHIJJIPVENIPEIII,Y??KHSTIFDVGENLTVPDEFTVEERQTGMW 
WRHLVAGGGAGAVSRTCTAPLDRLKVLMQVHASRSNNMGIVGGFTQMIREGGARSLWRGNGI 
NVLKIAPESMKFMAYEQIKRLVGSDQETLRIHERLVAGSIAGAIAQSSIYPMEVIJ(TRMA^ 
RKTGQYSGMLDCARRILAREGVAAFYKGYVPNMLG 1 1 PYAG I DLAVYBTLKNAWLQH YAVNS 
m ADPGVfVLLACGTMSSTCGQIASYPLALVRTRM(^QASIEGAPEVTMSSLF!CHILRTEG^ 
LYRGIAPNFMKVIPAVSISYWYENLKITLGVQSR 

Important: features: 
Signal peptide: 
amino acids 1-16 

Transmembrane domain: 

amino acids 284-304, 339-360, 376-394 

Mitochondrial energy transfer proteins signature. 

amino acids 206-215, 300-309 

N-glyeosylation site. 

amino acids 129-133, 169-173 

Elongation Factor-hand calcium-binding protein. 

amino acids 54-73, 85-104, 121-140 



WOM/73454 



PCT/US00/08439 



207/330 
FIGURE 207 

GGAAGGCAGCGGCAGCTCCACTCAGCCAGTACCCAGATACGCTC 

SGCTTCCCTGGGGCAGATCCTCT^ 

C^TTGCACTC^TCATTGGCTTTGGTATTTC^^ 

GCCTCAGCTGGGAACATTGGGGAGGATGGAATCCTGAGCTGCACTTTTGAACCTGAGATCAA 
ACTTTCTGATATCGTGATACAATGGCTG^GKiAAGGTGTTTTAGGCTTGGTCGftTGAGTTCA 
AAGAAGGCAAAGATGAGCTGTQ3GAGCAGGATGAAATGTTC 
, GCTGATCAAGTGATAGTTGGCAATGCCTCT^ 

TGGCACCTACAAATGTTATATCATCACTTCTAAAGGCIAAGGGGAAT^ 

AAACTGGAGCCTTCAGCATGCCGGAAGTGAATGTGGACTATAATGCCAGCTCAGAGACCTTG 

CGGTGTGAGGCTCCCO»TGGTTCC^ 

GGGAGCC^CTTCTCGGAAGTCTCCAAT^^ 

TGMGGTTGTGTCTGTGCTCTACAATGTTACGATCAACAACACATACrCCTGTATGATTGAA 

AATGACATTGCCAAAGCAACAGGGGATATCAAAGTGACAGAATCGGAGATCAAAAGGCGGAG 

TCACCTACAGCTGCTAAACTCAAAGGCTTCTCTGTGTGTCTCTTCTTTCTTTGCCATCAGCT 

GGGCACTTCTGCCTCTCAGCCCTTACCTGATGCTAAAATAATGTGCCTTGGCCACAAAAAAG 

CATGCAAAGTCATTGTTACAACAGGGATCTACAGAACTATTTCACCACCAGATATGACCTAG 

TTTTATATTTCTGGGAGGAAATGAATTCATATCTAGAAGTCTGGAGTGAGCAAACAAGAGCA 

AGAAACAAAAAGAAGCCAAAAGCAGAAGGCTCCAATATGAACAAGATAAATCTATCTTCAAA 

GACATATTAGAAGTTGGGAAAATAATTCATGTGAACTAGACAAGTGTGTTAAGAGTGATAAG 

TAAftATGCACGTGGAGACAAGTGCATCCCCAGATCTCAGGGACCTCCCCCTGCCTGTCACCT 

GGGGAGTGAGAGGACAGGATAGTGCATGTTCTTTGTCTCTGAATTTTTAGTTATATGTGCTG 

TAATGTTGCTCTGAGGAAGCCCCTGGAAAGTCTATCCCAACATATCCACATCTTATATTCCA 

CAAATTAAGCTGTAGTATGTACCCTAAGACGCTGCTAATTGACTGCCACTTCGCAACTCAGG 

GGCGGCTGCATTTTAGTAATGGGTCAAATGATTCACTTTTTATGATGCTTCCAAAGGTGCCT 

TGGCTTCTCTTCCCAACTGACAAATGCCAAAGTTGAGAAAAATGATCATAATTTTAGCATAA 

ACAGAGCAGTCGGGGACACCGATTTTATAAATAAACTGAGCACCTTCTTTTTAAACAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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208/330 
FIGURE 20fi 

MASLGQILFWSIISIIIILAGAIALIIGEX3ISGRHSITVTTVASAGNIGEDGILSCTFEPDI 
KI^DIVIQWLKEGVIX3LVHEFKEGKDEI^EQDEMFRGRTAVFADQVIVGNASLRLKNVQLTD 
AGTYKCYIITSKGKGMANLEYKTGAFSMPEVNVDYNASSETLRCEAPRWPPQPTVVWASQVD 
QGJUIFSEVSNTSFELNSENWMKWSVLYNVTINNTYSCMIENDIAKATGDIKVTESEIKRR 
SHLQLLNSKASLCVSSFFAISWALLPLSPYLMLK 
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209/330 
FIGURE 209 

GftATTTGTAGAAGACAGCGGCGTTGCCMS^GGCGTCTCTGGGGCAGGTGTTGGCTCTGGT 

GCTGGTGGCCGCTCTGTGGGGTGGCACGCAGCCGCTGCTGftAGCGGGGCTCCGCCGGCCTGG 

AGCGGGTTCATGA6CCGACCTGGGCGCAGCA6TT6CTACA66AGATGAAGACCCTCTTGTT6 

AATACWGAGTACCTGATGCCCTTTCTCCTCAACXAGTGTGGATC^ 

CTTGGCATCGACAGATCTGACCCTGGCTGTGCCCATCTGTAACTC^ 

CACTGATTGTTGGGflAGGCCCTTGGAGAAGATATTGGTGGAAAACGTAAGTTAGAGTACTGC 
m GAGTGCGGGACGCAGCTCTGTGGATCTCGACATACCTGTGTTftGTTC 
CT(XXXIAGAGTGGGTGAGGAC!ACGGCCTTTTCCCATCCTGCCCTTTrc 
GCTTCCTTGTGGCCATGAGAGTTCa^ 

GTTTGGGATS^GACCAGACCCCATCTGAGCCCTTCCTCC^GCCCTGrACCAGCTCCTACr 

GGCATGGCTGAGCTC^GACCCTCCTGATTTCTGCCTATTATCCCAGGAGCAGTTGCTGGCAT 

GGTGCTCACCGTGATAGGAATTTCACTCTGCATCACAAGCTCAGTGAGTAAGACCCAGGGGC 

AACAGTCTACCCTTTGAGTGGGCCGAACCCACTTCCAGCTCTGCTGCCTCCAGGAAGCCCCT 

GGGCCATGAAGTGCTGGCAGTGAGCGGATGGACCTAGCACTTCCCCTGTCTGGCCTTAGCTT 

CCTCCTCTCTTATGGGGATAACAGCTACCTCATGGATCACAATAAGAGAACAAGAGTGAAAG 

AGTTTTGTAACCTTCAAGTGCTGTTCAGCTGCGGGGATTTAGCACAGGAGACTCTACGCTCA 

CCCTCAGCAACCTTTCTGCCCCAGCAGCTCTCTTCCTGCTAACATCTCAGGCTCCCAGCCCA 

GCCACCATTACTGTGGCCTGATCTGGACTATCATGGTGGCAGGTTCCATGGACTGCAGAACT 

CCAGCTGC^TGGAAAGGGCCAGCTGCAGACTTTGAGCCAGAAATGCAAACGGGAGGCCTCTG 

GGACTCAGTCAGAGCGCTTTGGCTGAATGAGGGGTGGAACCGAGGGAAGAAGGTGCGTCGGA 

GTGGCAGATGCAGGAAATGAGCTGTCTATTAGCCTTGCCTGCCCCACCCATGAGGTAGGCAG 

AAATCCTCACTGCCAGCCCCTCTTAAACAGGTAGAGAGCTGTGAGCCCCAGCCCCACCTGAC 

TCCAGCACACCTGGCGAGTAGTAGCTGTCAATAAATCTATGTAAACAGACAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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210/330 
FIGURE 210 

MAASLGQVLALVLVAALWGGTQPIJJCRASAGLQRVHE PTWAQQLLQEMKTLFLNTEYLMPFL 
LNQCGSIJ.YYLTIASTDLTLAVPICNSLAIIFTLIVGKAI£EDIGGKRKLDYCECGTQLCGS 
RHTCVSSFPEPISPEWVRTRPFPILPFPLOJtFCFLVAIRVPFPireVWRKTEAGVWD 



WO 00/73454 
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211/330 
FIGURE 211 

CTTCTGTAGGACAGTCACCAGGCCAGATCCAGAAGCCrCTCTAGGCTCCAGCroTCTC 
<^GATGACAGCAATTATAGCAGGACCCTGCCAGGCTC^ 

TTGCCAGTGGGAAGTACCTAGTGAAACGGCCTAAGATGGGAGTTCTTCTCATGTCCCAGGCT 
TGAGGCCCTGTGGTCCCCATCCTTGGGAGAAGTCAGCTCCAGCACCaiSyVAGGGCATCCTCG 
TTGCTGGTATCACTGCAGTGCTTGTTGCAGCTGTAGAATCTCTGAGCTGCGTGCAGTGTAAT 
TCATGGGAAAAATCCTGTGTC^CAGCATTGCCTCTGAATGTCCCTCACATGCCAACACCAG 
a CTGTATCAGCTCCTCAGCCAGCTCCTCTCTAGAGACACCAGTCAGATTATAC 
TCTGCTCAGCGGAGftACTGCAGTGAGGAGACA<»CATTACAGCOT 
GCTGAAGAACACTTTCATTTTGTAAGaaU»GCTGCCAAGa 

CGATGCCCTGGACCCTCCCCTGAAGAACGTGTC(^GCAACGCAGAGTGCCCTGCTTGTTATG 
AATCTAATGGAACTTCCTGTCGTGGGAAGCCCTGGAAATGCTATGAAGAAGAACAGTGTGTC 
TTTCTAGTTGCAGAACTTAAGAATGACATTGAGTCTAAGAGTCTCGTGCTGAAAGGCTGhFTC 
CAACGTCAGTAACGCCACCTGTCAGTTCCTGTCTGGTGAAAACAAGACTCTTGGAGGAGTCA 
TGTTTCGAAAGTTTGAGTGTGCAAATGTAAACAGCTTAACCCCCACGTCTGCACCAACCACT 
TCCCACAACGTGGGCTCCAAAGCTTCCCTCTACCTCTTGGCCCTTGCCAGCCTCGTTCTTCG 
GGGACTGCTGCCCS^GGTCCTGGGGCTGCACTTTGCCCAGCACCCCATTTCTGCTTCTCTG 
AGGTCCAGAGCACCCCCTGCGGTGCTGACACCCTCTTTCCCTGCTCTGCCCCGTTTAACTGC 
CCAGTAAGTGGGAGTCACAGGTCTCCAGGCAATGCCGACAGCTGCCTTGTTCTTCATTATTA 
AAGCACTGGTTGATTCACTGCCAAAAAAAAAAAAAAAAAAAAAAAAAA 



WO 00/73454 



PCT/OS00/D8439 



212/330 
FIGURE 212 

MKGILVAGITAVLVAAVESLSCVQCNSWBKSCVNSIMECPSHANTSCISSSASSSLETPVR 
LYQNMFCSAENCSEETHITAFTVHVSAEEHFHFVSQCCQGKECSOTSD^DPPLKNVSSNAE 
CPACYESNGTSCRGKPWKCTEEEQCVFLVAELKNDIESKSLVLKGCSNVSNATCQFLSGENK 
TLGGVIFRKFECANVNSLTPTSAPTTSHNVGSKASLYLLALASLLLRGLLP 



WO 00/73454 



PCT/DSOO/08439 



213/330 
FIGURE 213 

GGCCTCGGTTCAAACGACCCGGTGGGTCTACAGCGGAAGGGAGGGAGCG^GGTAGGAGGCA 
GGGCTrGCKTCACTGGCCACCC^^ 

6CGC6CT6CT6TGGGTCCTGCTGCT6AATCTGGGTCCCCG6GC66CGGGGGCCCAAGGCCT 
ACCCAGACTCCGACCGAAATGCAGCGGGTCM^ 

CTACCGGAGCACCGCCCGGAGTGGTCTTCCCCGGAAGACTkAGGATAATCCTAGAGGACGAGA 
ATGATGCCATGGCCGACGCCGACCGCCTGGCT^ 

, ACGGTGTCGACCX5GCTTTAGCCGGTCGTCCGCC& 

GGG^TGTGATTAATGCCGGAAAGGATAGCACCAGCAGAGAGCTTCCCAGTGCGACTCCCA 

ATAGAGCGGGGAGTTCCAGC^GGAGGTTTATAGCCAATAGTCAGGAGCCTGAAATCAGGCT 

ACTTCAAGCCTGCCGCGCTCCCC^GGGAGGTCTACTGAGGACCTGCCAGGCTCGCAGGCCAC 

CCTGAGGCAGTGGTCCACACCTGGGTCTACCCCGAGCCGGTGGCCGTCACCCTCACCCACAG 

CCATGCCATCTCCTGAGGATCTGCGGCTGGTGCTGATGCCCTGGGGCCCGTGGCACTGCCAC 

TGCAAGTCGGGCACCATGAGCCGGAGCCGGTCTGGGAAGCTGCACGGCCTTTCCGGGCGCCT 

TCGAGTTGGGGCGCTGAGCCAGCTCCGCACGGAGCACAAGCCTTGCACCTATCAACAATGTC 

CCTGCAACCGACTTCGGGAAGAGTGCCCCCTGGACACAAGTCTCTGTACTGACACCAACTGT 

GCCTCTCAGAGCACCACCAGTACCAGGACCACCACTACCCCCTTCCCCACCATCCACCTCAG 

AAGCAGTCCCAGCCTGCCACCCGCCAGCCCCTGCCCAGCCCTGGCTTTTTGGAAACGGGTCA 

GGATTGGCCTGGAGGATATTTGGAATAGCCTCTCTTCAGTGTTCACAGAGATGCAACCAATA 

GACAGAAACCAGAGGSIATGGCCACTTCATCCACATGAGGAGATGTCAGTATCTCAACCTCT 

CTTGCCCTTTCAATCCTAGCACCCACTAGATATTTTTAGTACAGAAAAACAAAACTGGAAAA 
CACAA 



WO 00/73454 



PCT/US00/08439 



214/330 
FIGURE 21 A 

OTPAAGMJ,WVLLI^GPRAAGA^^ 

ILEDBNDAMADADRIAGPAAABIiIJUVTVSTGFSRSSAINEEDGSSEEGWIHAGKDSTSREL 
PSATPNTAGSSSTRPIANSQEPEIRLTSSLPRSPGRSTEDLPGSQATLSQWSTPGSTPSRWP 
SPSPTi^PSPEDI^VI^WGPWHCHCKSGTMSRSRSGKLHGtSGRLRVGAL^ 

TYQQCPCNRLREECPLDTSLCTDTNCASQSTTSTRTTTTPFPTIHLRSS PSLPPASPCPALA 
FWKRVRIGLEDIWNSLSSVFTEMQPIDRNQR 



WOW73454 



FCT/USOO/08439 



215/330 




GCGGCGCTGGCGAGCGGCTCCCAG^ 

GAACTGCTCTGGGGGaXmrrGaJma^ 

GTOMGAGGACTGTaflGXATGflGTGTArGXGGGTCAC^^ 

CAfiTTCCATGGCJUUKTGGCCCCT 

CW«GGCCTGGCCaSCCTGGrGATGC^ 

OCTGrGTGGOrrPCGCCreGGTGT^ 

CGTGGGGCTGOlGC3UXXaGCT6TG^ 
CCTAOCTGMCCTCATCGGCTTCG^ 



TCTCGCRCATCftGa^ 

AACGaaTCMAGGACAAGTTCftAGC^ 

GCCCIGCTGGCCTCCCTTGTCC^ 

MGGCCTCCCAGCAXCTGGGAC^^ 
GTCTGTTCTTAGCTCTACC^^ 

CTTCTGTTACCACCCCCCACXrCTCCTCCAGGAC^ 
GCTTCACGGCGAXTCTCCC^ 

GCTGCCCTAGCCAGGTTCCCAGGAGGCCTCACCArACTCCCTTTC^ 

AGGATCCTGTGCTGCTGTCTGGTTGAGAGCCTGCCACCGTGTGTC^ 

TGACAGGGCCGTGAGCATGGGCCTGGGTGTG!IX»TGAGCT 

CGGGGAAGAGGTGTGGCTTCMUVGTGTGT<^^ 

TGCGCGTGCTGGTGGGCATGTGAGATGAGTGACTGCCGGTGAATGTGT 

GAGGGAATCCTGTCTCCATCAATAATCACTTGTGGAGCGCCAGCTCTGCC^ 

CAGGAGCTCTCCATGGCCAGGCTGCCTGTGTGCATGTTCCCTGTCT 

CTCACAGGGTCCCOU^CAACAGTGCCCTCCAGAAGCA 

TGGGGCPCTCTCCATCCTCCTTTTCTCCTTGCCTTCGCATGGCT 

GCTGCCAGCCCCTTTGCCATAGCCTGATTTTGGGGAGGAGGAA^ 

TATGGCTGGGTCTGGTTTCTTCCCTTCCCAGAGGGTCTTACTGTTCCAGGGTGGCCC 

ACACTATGCCTGTGCCCTGGTAAAGGTGACCCCTGCCATTTAC 

AATAGAATGGAGGGAGCTCCAGAAACTTTCCATCXZCAAAGGCAGTCTCCCT 

CTCTGCCCCTGACC CCTTGT CCCTC^ 

GCCTGCGCTAGCTTCTTTTGATACTGAAAACTTTTAAG 

TTCCaAGCCTCAAJUVAAAAAAAAAAAAA 




WO 00/73454 



PCT/USOO/08439 



216/330 
FIGURE 21 fi 

MAGLAARLVLLAGAAMASGSQGDREPVYRDCVL^ 

TCRDIXJKYECWWVTVGLYLQEGHKVPQFHGKWPFSRFL^ 

YRTFVPASSPMYHTCVAEAWVSLNAWFWSTVFHTRDTDLTEKMM 

TVGI^AWSAFRMIJJ^TVHVSYLSLIRFDYGYNL^^ 

M.PHVRK(^nWVMJ^LSU.EXLDFPPLFWVLDAHAIWHI 
KESEDKFKLD 

Important features: 
Signal peptide: 

amino acids 1*20 

Transmembrane domains; 

amino acids 105-123, 138-156, 169-185, 193-209, 221-240, 256-272 

N-glycosylation site, 
amino acids 40-44 

N-myr i s toy la tion site, 
amino acids 43-49 

COB domai n proteins profile. 

amino acids 285-302 

Amiloride-sensitive sodium channels proteins . 

amino acids 162-186 



WO 00/73454 



PCT/USOO/08439 



217/330 
FIGURE 217 

GGCCGCCTGGAATTGTGGGAGTTGTGTCTGCCACTCGGCTGCCGGAGGCCGAAGGTCCGTGA 

CT,fcI§GCTC£CCAGAGCt2TGCCTTCATCTAGGATGGCTCC^ 

CTGATGGTCGCCTGCTTCACCTTCT^ 

CAACCCAGAGAAGAGCAGCACCAAAGAAACGGAGAGAAAAGAAACCAAAGCC^ 
TG<»TGCCGAAGTCCTGGAG(^TTCCACCCG^^ 
CAGGCTGTCCCTGCAGGAT<XCACGTACG<OT^ 
m ACTCCAATATG&GGAGAAGTTCCGAAATAATTTGAAA 
ACACCTACACATCTCAGGATCTaUlGAGTGCACTG 

GAGAGTTCAAAGGAAGAC^GGCAAGGCAGGCTGAGGTAAAGCGGCTCTTCCGCCCCATTGA 

GGAACTGflAGAAAGACTTTGATGAGCTGAATGTTGTCATTGAGACTGACATGCAGATCATGG 

TACGGCTGATCAACAAGTTCiyiTAGTTCCAGCTCCAGTTTGGAAGAGAAGATTGCTGCGCTC 

TTTGATCTTGAATATTATGTCCATC^GATGGACAATGCGCAGGACCTGCTTTCCTTTGGTGG 

TCTK^GTGGTGATO^TGGGCTGAACAGCACAGAGCCCCTCGTGAAGGAGTATGCTGCGT 

TTGTGCTGGGCGCTGCCTTTTCCAGCAACCCCAAGGTCCAGGTGGAGGCCATCGAAGGGGGA 

GCCCTGCAGAAGCTGCTGGTCATCCTGGCCACGGAGCAGCCGCTCACTGCAAAGAAGAAGGT 

CCTGTTTGCACTGTGCTCCCTGCTGCGCCACTTCCCCTATGCCCAGCGGCAGTTCCTGAAGC 

TCGGGGGGCTGCAGGTCCTGAGGACCCTGGTGCAGGAGAAGGGCACGGAGGTGCTCGCCGTG 

CGCGTGGTCACACTGCTCTACGACCTGGTCACGGAGAAGATGTTCGCCGAGGAGGAGGCTGA 

GCTGACCCAGGAGATGTCCCCAGAGAAGCTGCAGCAGTATCGCCAGGTACACCTCCTGCCAG 

GCCTGTGGGAACAGGGCTGGTGCGAGATCACGGCCCACCTCCTGGCGCTGCCCGAGCATGAT 

GCCCGTGAGAAGGTGCTGCAGACACTGGGCGTCCTCCTGACCACCTGCCGGGACCGCTACCG 

TCAGGACCCCCAGCTCGGCAGGACACTGGCCAGCCTGCAGGCTGAGTACCAGGTGCTGGCCA 

GCCTGGAGCTGCAGGATGGTGAGGACGAGGGCTACTTCCAGGAGCTGCTGGGCTCTGTCAAC 

AGCTTGCTGAAGGAGCTGAGASGA^GCCCCACACCAGGACTGGACTGGGATGCCGCTAGTGA 

GGCTGAGGGGTGCCAGCGTGGGTGGGCTTCTCAGGCAGGAGGACATCTTGGCAGTGCTGGCT 

TGGCCATTAAATGGAAACCTGAAGGCCAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 



WO 00/73454 
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218/330 



MAPQSLPSSRMAPLGMLLGLLMAACFTFCLSHQNIJffi 

DAEVLEVFHPTHEWQAl^PGQAVPAGSHVRLNLOT 
TYTSQDUCSMJUCFKEG^ESS^ 

iaiMKFNSSSSSI£EKIAIttFDIJmfVHQ^^ 

VI^APSSNPKVQVBAIEGGAI^KIiVIIATEQPLTJUat!^ 

6GLQVUITLVQEKGTEVIAVRVVTLLYDLVTEKMFAEEEAELTQEMSPEKLQQ 
^ LWBQGWCEITAHLLALPEHDAREKV^ 
LELQDGEDEGYFQELLGSVNSLLKELR 

Inportant features: 
Signal peptide: 
amino adds 1-29 



Hypothetical YJL126w/X£R351o/yhoX family protein. 

amino acids 364-373 

N-glycosylation site. 

amino acids 193-197, 236-240 

H-myristoylation site. 

amino acids 15-21, 19-25, 234-240, 251-257, 402-408, 451-457 

Homologous region SLS1 protein, 
amino acids 68-340 



WO Oft/73454 



PCT/DSOO/0843? 



219/330 
FIGURE 219 

TTC&GCTTCCGTAGAGGAAGTGGCGCGGACCTTCATTTGGGGTira 

CTTCCCCGGGGTCTGGGGGTGACATTGGACCGCGCCCCTCGTGGGGTCGCGTTGCCAGCCCA 
CGCGGACTCCCCAGCTGGCGCGCCCCTCCCATTTGCGTCTCCTGGTCAGGCCCCCACCCCCC 
TTCCCACCTGACCAGCC^SGGGGCTGeGGTGTTTTTGGGCTGCACTTTCGTCGGGTTCGGC 
CCGGCCTTCGCGCTTTTCTTGATCAGTGTGGCTGGGGACCCGCTTCGCGTTATCATCCTGGT 
CGCAGGGGCATTTTTCTGGCPGGTCTCCCTGCTCCTGGCCTCTGTGGTCTG^ 
TCGATGTGACCGACCGGTCAGATGCCCGGCTCCAGTACGGCCTCCTGATTTTTGGTGCTGCT 
GTCTCTGTGCTTCTACftGGAGGTGTTCCGCTTTGCGTACTACAAGCTGGTTAAGAAGGCflGA 
TGAAGGGTTAGGATCGCTGAGTGAGGACGGAAGATCACCCATCTCCATCCGCCAGATGGCCT 
m ATGTTTGTGGTCTCTCCTTCGGTATCATGAGTGGTGTCTTCTCTGTTATCAftTATTTTGGCT 
GATGJ^TTGGGCCAGGTGTGGTTGGGATCCATGGAGACTCACCCTATTA^ 
AGCCTTTCTGACAGCAGCCATTATCCTGCTCCATACCTTTTGGGGAGTTGTGTTCTTTGATG 
CCTGTGAGAGGAGACGGTACTGGGCTTTGGGCCTGGTGGTTGGGAGTCACCTACTGACATCG 
GGACTGACATTCCTGAACCCCTGGTATGAGGCCAGCCTGCTGCCCATGTATGCAGTGACTGT 
TTCCATGGGGCTCTGGGCCTTCATCACAGCTGGAGG6TCGCTCCGAAGTATTCAGCGCAGCC 
TCTTCTGTAAGGAC3ESCTACCTGGACT6ATCGCGTGACAGATCCCACGTGCCTGTCCACTG 
CCCATGACTGAGCCCAGCCCCAGCCCGGGTCCATTGCCCACATTCTCTGTCTCCTTCTCGTC 

ggtctaccccactacctccagggttttgctttgtccttttctgacx:gttagtctc^ 
taccaggagcagcctgggttcagccagtcagtgactggtgggtttgaatctgcacttatccc 

CACCACCTGGGGACCCCCTTGTTGTGTCCAGGACTCCCCCTGTGTCAGTGCTCTGCTCTCAC 

CCTGCCCAAGACTCACCTCCCTTCCCCTCTGCAGGCCGACGGCAGGAGGACAGTCGGGTGAT 

GGTGTATTCTGCCCTGCGCATCCCACCCGAGGACTGAGGGAACCTAGGGGGGACCCCTGGGC 

CTGGGGTGCCCTCCTGATGTCCTCGCCCTGTATTTCTCCATCTCCAGTTCTGGACAGTGCAG 

GTTGCCAAGAAAAGGGACCTAGTTTAGCCATTGCCCTGGAGATGAAATTAATGGAGGCTCAA 

GGATAGATGAGCTCTGAGTTTCTCAGTACTCCCTCAAGACTGGACATCTTGGTCTTTTTCTC 

AGGCCTGAGGGGGAACCATTTTTGGTGTGATAAATACCCTAAACTGCCTTTTTTTCTTTTTT 

GAGGTGGGGGGAGGGAGGAGGTATATTGGAACTCTTCTAACCTCCTTGGGCTATATTTTCTC 

TCCTCGAGTTGCTCCTCATGGCTGGGCTCATTTCGGTCCCTTTCTCCTTGGTCCCAGACCTT 

GGGGGAAAGGAAGGAAGTGCATGTTTGGGAACTGGCATTACTGGAACTAATGGTTTTAACCT 

CCTTAACCACCAGCATCCCTCCTCTCCCCAAGGTGAAGTGGAGGGTGCTGTGGTGAGCTGGC 

CACTCCAGAGCTGCAGTGCCACTGGAGGAGTCAGACTACCATGACATCGTAGGGAAGGAGGG 

GAGATTTTTTTGTAGTTTTTAATTGGGGTGTGGGAGGGGCGGGGAGGTTTTCTATAAACTGT 

ATCATTTTCTGCTGAGGGTGGAGTGTCCCATCCTTTTAATCAAGGTGATTGTGATTTTGACT 

AATAAAAAAGAATTTGTAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAA 



WO 00/73454 



PCT/USOO/08439 



220/330 
FIGURE 2?Q 

MGAAVFFGCTFVAPGPAF^FLITVAGDPLRVII 

SDAW^YGLLIFGAAVSVIiIiQEVFRRiYYKLLKKM)E61JkSI^Ero 
TOIISGVFSVINIIJU^PGWGIHGDSPYYFMSAf^^^ 

Y«ftLGLWGSHLLTSGLTFlJIPI«BASIiPIYAVTVSMGLWAPlTAGGSIJl^ 



WO 00/73454 



PCT/USO0/D8439 



221/330 
FIGURE 231 

TTTCCATTCC6CCAGATGGCCTATGTTTCTGGTCTCTCGGTTCGQIATCATCAGTGGT6TNT 

TNTCTGTTATCAATATTTTGGCT(»TGCANTTGGGCCAGGTGTGGTTG^ 

TC»CCCTATTANTTCCTGANWCAG<XTTTOT?G^^ 



WO 00/73454 



PCT/DS0O/D8439 



222/330 



GACCGACCGTTCAGATGCCCGGTTCCAGTACGGCTTCCTGATTTTTGGTGCTGGTGTNTGTG 
TCCTTCTACAGGAGGTGTTCCGCTTTGCCT 

TTAGCATNGCTGAGTGAGGACGGAAGATCACCCATTTGCATCCGCCyVGATGGCCTATGTTTN 
TGGTHTTTCOTCGGTATCATCAGTGGl^ 

TTGGGCCAGGTGTGGTTGGGATCCATGGAGANTCACCCTATTAATTCCTGAATTCAGCCTTT 

NTGACAGCAGCCATTATCCTGNTCCATACCTTTTGGGGAGTTGTGTTTTTTGATGCCTGTGA 
GAGGAG 



WO 00/73454 



PCT/US00/08439 



223/330 



NGTTGGAGAAGTGGCGC^GACNTTCATTTGGGGTTTCGGTTTCCC^CCTTTCCCTTTCCCCKa 

GGGTCTGGGGTGACATTGCACGGGCGCCTCGTGGGGTCGCGTTGCCACCCCACGCGGACTCC 

CCAGNTGGNGCGCCCTTCCCATTTGCCTGTCGTGGTGaGGCCCCCACCCCCCTTCGeACNT^ 

ACCAGCCATGGGGGCTGCGGTGTTTTTCGGCTGCACTTTCGTCGCGTTGGGCCCGGCC^ 

CGCTTTTCTTGATCACTGTGGCTGGGGACCCGCTTCGCOT 

TTTTTCTGGCTGGTCTCCCTGCTCCTGGGCTCTGTGGTCTGGTTCATCTTGGTCCATGTGAC 

CGACCGGTCAGATGCCCGGCTeCAGTACGGOTCCT 

TTCTACAGGAGGTGTTCCGCTTTGCCT^^ 

GCATCGCTGAGTGJMSGACGGftAGATCACCCATCTCCATCCGCCAGATGGfcCTATGTTT 

TCTCTCCTTCGGTATCATCAGTGGTGTCTTCTCTGTTATC^TATTTTGGCTGATGCACTTG 
GGCCftGGTGTGGTrGGGATCCATGGAGACTCACCC 



WO 00/73454 



PGT/DSOO/08439 



224/330 
FIGURE MA 

6TAAAAGAAA6TGGCCG6ACCTTCATTGGGGTTTCGGTTCX!CC^TTTCCCNTTCCCC6GG6 

TCTGGGGGTGACATTGCACCGCGCCCNTCGTGGGGTCGCGTTGCCACCCCACGCGGACTCCC 
CAGHTGGCGCGCCCCTCCCATTT^^ 

CCAGCCATGGGGGCTGCGGTGTTTTTCGGGCTGCACTTTCGTCGCGTTGGGGCCGGGCCTTC 
6CGCTTTTCTTGATCACTGTG<KITCGG6ACCC6CTTCGCGTTATCATCCT6GTCGCAGGG6C 
ATTTTTCTGGCTGGTCTCCCTGCTCCTGGCCTCTGTGGTCTGGTTCATCTT6GTCCATGTGA 
. CCGACCGGTCAGATGCCCGGCTCC^GTACGGCCTCCTGATTTTTGGTGCTGCTGTCTCTGTC 
CTTCTACAGGAGGTGTTCCGCTTTGCCTACTA(^GCTG^ 

AGCATCGCTGAGTGAGGACGGAAGATCACCCftTCTCCATCCGCCAGATGGCCTATGTTTCTG 

GTCTCTCCrrTCGGTATCAT(^GTGOTGTCTTCTCTGTTATC^TATrTTGGCTGATGCflCTT 
GGGCCAGGTGTGGTTGGGATCCATGGAGAC 



WO 00/73454 



PCT/OSOO/08439 



225/330 
FIGURE 

<*CX:CA(*GAG(*GT^ 

TGGC(^G^AAGGCACAGGCCTGAGAAGTCT6C(^CTGaGCTGGGaGCJUy!lTCCCCC^ 

TACCTGGGGGACAGCKXAAGTGAGACCTGGTGAGKSGTGGCTCAGGAGGCAGGGJ^ 

TGTCTGTGC6TCCTGCACCCACftTCTTTCTCTGTC^CTCCTTGCCCTGTCT6GAG6GTGCT 

AGACTCCTATCTTCT6AATTCTATAGTGCCTGGGTCTGAGCGCAGTGCCGAT6(^ 
CCWGT(*TTCCTCTCT^ 

, CCTGGATGTGGGTGCTCTGTGCTCTGATCACAGGCTTGCITTCTGGG 
CTtMCCAftCAATGATGTTTCCTG^ 

GGACCTGGGAGCT^GGGTCGGGGAAGACGCCCGGTCG^ 

ATG(^TCCGACTGCGATATGCACACCCAGCCGTGGCAGGCCGCGCTGTTGCTAAGGCCCAAC 

CAGCTCTACTGCGGGGCGGTGTTGGTGCATCCACAGTGGCTGCTCACGGCCGCCCACTGCAG - 

GAAGAftAGTTTTCAGAGTCCGTCTCGGCCACTACTCCCTGTCACCAGTTTATGAATCTGGGC 

AGCAGATGTTCC^GGGGGTCA^TCCATCCCCCACCGTGGCTACTCCCACCCTGGCCACTCT 

AACGACCTCATGCTCATCAAACTGAACAGAAGAATTCGTCCCACTAAAGATGTCAGACCCAT 

CAACGTCTCCTCTCATTGTCCCTCTGCTGGGACAAAGTGCTTGGTGTCTGGCTGGGGGACAA 

CCAAGAGCCCCCAAGTGCACTTCCCTAAGGTCCTCCAGTGCTTGAATATCAGCGTGCTAAGT 

CAGAAAAGGTGCGAGGATGCTTACCCGAGACAGATAGATGACACCATGTTCTGCGCCGGTGA 

CAAAGCAGGTAGAGACTCCTGCCAGGGTGATTCTGGGGGGCCTGTGGTCTGCAATGGCTCCC 

TGCAGGGACTCGTGTCCTGGGGAGATTACCCTTGTGCCCGGCCCAACAGACCGGGTGTCTAC 

ACGAACCTCTGCAAGTTCAC<aiAGTGGATCCAGGAAACCATCCAGGCCAACTCC3fSAGTCAT 

CCCAGGACTCAGCACACCGGCATCCCCACCTGCTGCAGGGACAGCCCTGACACTCCTTTCAG 

ACCCTCATTCCTTCCCAGAGATGTTGAGAATGTTCATCTCTCCAGCCCCTGACCCCATGTCT 

CCTGGACTCAGGGTCTGCTTCCCCCACATTGGGCTGACCGTGTCTCTCTAGTTGAACCCTGG 

GAACAATTTCCAAAACTGTCCAGGGCGGGGGTTGCGTCTCAATCTCCCTGGGGCACTTTCAT 

cctcaagctcagggcccatcccttctctgcagctctgacccaaatttagtcccagaaataaa 
ctgagaagtggaaaaaaaaa 



WO 00/73454 



PCT/US00/08439 



226/330 
FIGURE 99^ 

MATARPPWMWVLCALITALLLGVTEHVIJUWDVSCDHPSNTVPSGSN 
SSSMINGSDCDMHTQPWQAAUiRPNQLYCGAVLVHPQI^TAaH^ 
PVYESGQQMPQ(^lPHPGySHP6HSNDIJILIKI^IWIRPTKDVRPINVS^ 

VSGHGTTKSPQVHPPKVLOXXNISVLSQKRCEDAYPRQIDDTMPCAGDKAGRDSCQ6DSG6P 
VVCNGSLQGLVSWGDYPCARPNRPGVYTNLCKFTKWIQETIQANS 



WO 00/73454 



PCT/USOO/08439 



227/330 



GC^TGGGCCAGGGC^TCAi^GGCCT 

TCJGAGAGCCAGGGCCAC&TGGCTCACCTGGTGAACTC^ 

G^GAGGGACCGGGGGCTGGGCCGGCCCCGCA^^ 

GGGG^CCCGGCCCC«3GGCTGTGC^^ 

CTAATCGGAOMX^GACGATGGCGTC^^^ 



GCCACACGTCCAACCTCAATGGGCAGTACCTGCGC^^ 
GTGGAGTGGTCCTCCTGGACCGGC^GGCAGTACTCACTCAAGTTCTC^ 
GCC(^TCCGGGAGGACCGCTAG^CTGGTGCACCT 
CCCATCCCCGACCCCACCTCACTCTTTCGTG^^ 

ccactctccagtagggaggggccgggccatc^gacacgSgctccS 

C^CATCGCCT^CGCCGTCCCCACCCCCTCC^ 

tgctgatgggggctggcaaacttgacgacccc^ctcctg^ 



gcctagcagcctctcctcgggcaggaggg^ggtgtc^ 



WO 00/73454 



PCT/US00/0S439 



228/330 
FIGURE 22ft 

MVNDRWKTMGGAAQIJ2DRPRDKP<»PSCGYVI^^ 

APPPWST6AASANSALVTVERADSSHLSILIDPRCPDLTDSFARLESAQASVLQALTEHQA 
QPRLVGOQEfcEIiDTIJ^ 

SBS(K3HMAHLVNSVSDILDAI^RDRGLGRPRNKADLQRAPARGTRPRGCATGSRPRIX;LD^ 
^^GC^DIXJWYS^PTHyPAGFQVYCDMRTDGGGWTVPQRREDGSVNFFRGWDAYRDGFGRLT 
GEHWIX^KRIHALTTQAAYEIJiVDLEDFENGTAyARYGSFGVGLFSVDPEEIX^PLTVADYS 
, ^AGDSLUCHSGMRITODItDSDH^ 

VEWSSWTGWQYSLKFSEMKIRPVREDR 



WO 00/73454 



PCT/USOO/08439 



229/330 
FIGURE 229 

GGAGTCAGAGACTTCCCCTGCCCCTCGCTGGGAAAGAACATTAGGAATGCCTTTTAGTGCCT 
TGCTTCCTGAACTAGCTCACAGTAG(XX!GGCGGCCCAGGG(^^ 

^CCGCTGTAGGAATCC^GWESP^GGCO^TACAGCAGCACGAGGGACATGCTGGATGATG 

ATGGGGACACGACCATGAGCCTGCATTCTCyVAGC^ 

CGGCGCACAGAGCACAGGGCTCXCTCTTCAACCT 

TTTGTGCTTGGTGCTGCTGATAGGGCTGGCAGCCCTGGGGCTTTTGTTTTTO 
, AGCTCTCCAATACTGGTCAAGACACCATTTCTCAAATGGAAGAA^ 
CAAGAGTTGCAATCTCTTCAAGTCCAGAATATAAAGCTTC 
TGAAAAACTCTGTCGTGAGCTGTATAACAAAGCTGGAGCACACAGGT 
AACAATGGAAATGGCATGGAGACAATTGCTACCAGTTCTATAAAGACAGCAAAAGTTGGGAG 
GACTGTAAATATTTCTGCCTTAGTG7UU\ACTCTACCATGCTGAAGATAAACAAACAAGAAGA 
CCTGGAATTTGCCGCGTCTCAGAGCTACTCTGAGTTTTTCTACTCTTATTGGACAGGGCTTT 
TGCGCCCTGACAGTGGCAAGGCCTGGCTGTGGATGGATGGAACCCCTTTCACTTCTGAACTG 
TTCCATATTATAATAGATGTCACCAGCCCAAGAAGCAGAGACTGTGTGGCCATCCTCAATGG 
GATGATCTTCTCAAAGGACTGCAAAGAATTGAAGCGTTGTGTCTGTGAGAGAAGGGCAGGAA 
TGGTGAAGCCAGAGAGCCTCCATGTCCCCCCTGAAACATTAGGCGAAGGTGACT^TTCGCC 
CTCTGCAACTACAAATAGCAGAGTGAGCCAGGCGGTGCCAAAGCAAGGGCTAGTTGAGACAT 
TGGGAAATGGAACATAATCAGGAAAGACTATCTCTCTGACTAGTACAAAATGGGTTCTCGTG 
. TTTCCTGTTCAGGATCACCAGCATTTCTGAGCTTGGGTTTATGCACGTATTTAACAGTCACA 
AGAAGTCTTATTTACATGCCACCAACCAACCTCAGAAACCCATAATGTCATCTGCCTTCTTG 
GCTTAGAGATAACTTTTAGCTCTCTTTCTTCTCAATGTCTAATATCACCTCCCTGTTTTCAT 
GTCTTCCTTACACTTGGTGGAATAAGAAACTTTTTGAAGTAGAGGAAATACATTGAGGTAAC 
ATCCTTTTCTCTGACAGTCAAGTAGTCCATCAGAAATTGGCAGTCACTTCCCAGATTGTACC 
AGCAAATACACAAGGAATTCTTTTTGTTTGTTTCAGTTCATACTAGTCCCTTCCCAATCCAT 
CAGTAAAGACCCCATCTGCCTTGTCCATGCCGTTTCCCAACAGGGATGTCACTTGATATGAG 
AATCTCAAATCTCAATGCCTTATAAGCATTCCTTCCTGTGTCCATTAAGACTCTGATAATTG 
TCTCCCCTCCATAGGAATTTCTCCCAGGAAAGAAATATATCCCCATCTCCGTTTCATATCAG 
AACTACCGTCCCCGATATTCCCTTCAGAGAGATTAAAGACCAGAAAAAAGTGAGCCTCTTCA 
TCTGCACCTGTAATAGTTTCAGTTCCTATTTTCTTCCATTGACCCATATTTATACCTTTCAG 
GTACTGAAGATTTAATAATAATAAATGTAAATACTGTGAAAAA 



WO 00/73454 



PCT/USOO/08439 



230/330 
FIGURE 230 

MQAKYSSTRDMLDDDGDTTJKLHSQASATT^ 
IGIAALGIJiFFQYYQLSNTGQDTISQMEERLGOT 

LYNKAGAHRCSPCTEQWKWHGDNCYQFYKDSKSWBDCKYFCLSE^STMLKINKQEDLEPAAS 

QSYSEFFYSYWTGLLRPDSGKAWLWMDGTPFTSELFHIIIDVTSPRSRDCVAILNGMIPSKD 
CKELKRCVCERRAGMVKPESLHVPPETLGEGD 
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231/330 
FIGURE 231 

AATTCTCACm:TGTAGGRATa^ 

ATGATGATGGGACACCACCATGAGCCTGCATTNTCAAGCTTTTGCCAGAATTCGGCATCCAG 
AGCCCCGGCGCACAGAGCACAGGGNTCCTTT^^ 

CTGACTTTGTGCTTGGTGCTGCTGA^^^ 

CTACCAGCTCTCC^TACTGGTCAAGACACCAT^^ 

CCTCCC^GAGTTGCAATTTNTTC^GTCCAGJVATA^ 

» GTGGCTGAAAAACTCTGTCGTGAGCTGTATAACAAAGCTGGAGGAACTTT6AA 
AGTNTCCTCATNTACTATACACACACCACTTCCC 
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232/330 



•^CGAGCG(y\AGAACCCTGCGCAGCCGAGAGeAGCTGCTGGAGGGGAATCGAGGC^GGGCTC 
CSGGGATTC6GCTCGGGCCGCTGGCTCTGCTCTGC6GGGAGGGAGCGGGCCCGCCCGCGGGG 
CCCGAGCCCTCCGGATCCGCCCCCTCCCCGGTCCCGCCCCCTCGGAGACrrCCTCTGGCTGCT 
CTG6GGGTTCGCCG66GCCGGGGACCC6CG(STCCGGGCGCC&ZSCGG6GATCGCTGCTGCTG 
TCGGTGCTGCGGCCCGCAGGGCCCCTGGCCGTGGGCATCTCCCTGGGCTTCACCCTGAGCGr 
GCTCAGCGTCACCTGGGTGGAGGAGCCGTGCGGCCCAGGCCC^CCCAACCTGGAGACrCTG 
AGCTGCCGCCGCGCGGCAACAeCAACGCGGCGCGCCGGCCCAACTCGGTGCAGC^ 
GAGCGCGAGAAGCCCGGGGCCGGCGWM3GCGCCGGGGAGAATTGGGAGCCGCGCGTCTTGCC 
CTACC&CCCTGCACAGCCCGGCCAGGCCGCCAAAAAGGCCGTCAGGACCCGCTACATCAGCA 
CGGAGCTGGGCATCAGGCAGAGGCTGCTGGTGGCGGTGCTGACCTCTCAGACCACGCTGCCC 
, ACG<STGGGCGTGGCCGTGAACCGCACGCTGGGGCACCGGCTGGAGCGTGTGGTGTTCCTGAC 
GGGCGCACGGGGCCGCCGGGCCCCACCTGGCATGGCAGTGGTGACGCTGGGCGAGGAGCGAC 
CCATTGGACACCTGC»CCTGGCGCTGCGCCACCTGCTGGAGCAGCACG^ 
TGGTTCTTCCTGGTGCCTGACftCCACCTACACCGAGGCGCACGGCCTGGGft 
CCIMXrrCAGCCTGGCCTCCGO^CCXaCCTGTAGCTGGGCC^ 

GAGAGCCCACCCXCGGCCGCTACTGCCACGGAGGCTTTGGGGTGCTGCTGTCGCGCATGCTG 

CTGCAACAACTGCGCCCCCACCTGGAAGGCTGCCGCAACGACATCGTCAGTGCGCGCCCTGA 

CGAGTGGCTGGGTCGCTGCATTCTCGATGCCACCGGGGTGGGCTGCACTGGTGACCACGAGG 

GGGTGCACTATAGCCATCTGGAGCTGAGCGCTGGGGAGCCAGTGCAGGAGGGGGACCCTCAT 

TTCCGAAGTGCCCTGACAGCCCACCCTGTGCGTGACCCTGTGCACATGTACCAGCTGCACAA 

AGCTTTCGCCCGAGCTGAACTGGAAGGCACGTACCAGGAGATCCAGGAGTTACAGTGGGAGA 

TCCAGAATACCAGCCATCTGGCCGTTGATGGGGACCGGGCAGCTGCTTGGCCCGTGGGTATT 

CCAGCACCATCCCGCCCGGCCTCCCGCTTTGAGGTGCTGCGCTGGGACTACTTCACGGAGCA 

GCACGCTTTCTCCTGCGCCGATGGCTCACCCCGCTGCCCACTGCGTGGGGCTGACCGGGCTG 

ATGTGGCCGATGTTCTGGGGACAGCTCTAGAGGAGCTGAACCGCCGCTACCACCCGGCCTTG 

CGGCTCCAGAAGCAGCAGCTGGTGAATGGCTACCGACGCTTTGATCCGGCCCGGGGTATGGA 

ATACACGCTGGACTTGCAGCTGGAGGCACTGACCCCCCAGGGAGGCCGCCGGCCCCTCACTC 

GCCGAGTGCAGCTGCTCCGGCCGCTGAGCCGCGTGGAGATCTTGCCTGTGCCCTATGTCACT 

GAGGCCTCACGTCTCACTGTGCTGCTGCCTCTAGCTGCGGCTGAGCGTGACCTGGCCCCTGG 

CTTCTTGGAGGCCTTTGCCACTGCAGCACTGGAGCCTGGTGATGCTGCGGCAGCCCTGACCC 

TGCTGCTACTGTATGAGCCGCGCCAGGCCCAGCGCGTGGCCCATGCAGATGTCTTCGCACCT 

GTCAAGGCCCACGTGGCAGAGCTGGAGCGGCGTTTCCCCGGTGCCCGGGTGCCATGGCTCAG 

TGTGC^GACAGCCGCACCCTCACCACTGCGCCTCATGGATCTACTCTCCAAGAAGCACCCGC 

TGGACACACTGTTCCTGCTGGCCGGGCCAGACACGGTGCTCACGCCTGACTTCCTGAACCGC 

TGCCGCATGCATGCCATCTCCGGCTGGCAGGCCTTCTTTCCCATGCATTTCCAAGCCTTCCA 

CCCAGGTGTGGCCCCACCACAAGGGCCTGGGCCCCCAGAGCTGGGCCGTGACACTGGCCGCT 

TTGATCGCCAGGCAGCCAGCGAGGCCTGCTTCTACAACTCCGACTACGTGGCAGCCCGTGGG 

CGCCTGGCGGCAGCCTCAGAACAAGAAGAGGAGCTGCTGGAGAGCCTGGATGTGTACGAGCT 

GTTCCTCCACTTCTCCAGTCTGCATGTGCTGCGGGCGGTGGAGCCGGCGCTGCTGCAGCGCT 

ACCGGGCCCAGACGTGCAGCGCGAGGCTCAGTGAGGACCTGTACCACCGCTGCCTCCAGAGC 

GTGCTTGAGGGCCTCGGCTCCCGAACCCAGCTGGCCATGCTACTCTTTGAACAGGAGCAGGG 

CAACAGCACCS^CCCCACCCTGTCCCCGTGGGCCGTGGCATGGCCACACCCCACCCCACTT 

CTCCCCCAAAACCAGAGCCACCTGCCAGCCTCGCTGGGCAGGGCTGGCCGTAGCCAGACCCC 

AAGCTGGCCCACTGGTCCCCTCTCTGGCTCTGTGGGTCCCTGGGCTCTGGACAAGCACTGGG 

GGACGTGCCCCCAGAGCCACCCACTTCTCATCCCAAACCCAGTTTCCCTGCCCCCTGACGCT 

GCTGATTCGGGCTGTGGCCTCCACGTATTTATGCAGTACAGTCTGCCTGACGCCAGCCCTGC 

CTCTGGGCCCTGGGGGCTGGGCTGTAGAAGAGTTGTTGGGGAAGGAGGGAGCTGAGGAGGGG 

GCATCTCCCAACTTCTCCCTTTTGGACCCTGCCGAAGCTCCCTGCCTTTAATAAACTGGCCA 
AGTGTGGAAAAA ■ 
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233/330 
FIGURE 233 

MRASLLLSVLRPAGPVAVGISLGFTl^LLSVTWVEEPCGPGPPQPGDSElLPPRGNTNAARRP 
NSVQPGAEREKPGAGEGAGENWEPRVLPYHPAQPGQAAKKAVRTRyiSTELGIRQRLLVAVL 
TSQmPTLGVAVNRTI^HRLERVVin^TGARGRRAPPGMAVVT^ 
QHGDDFDWFFLVPDTTYTEAHGLARLTGHLSLASA 

VIJ^RMLL(XH»RPHLEGCRNDIVSARPDEWLGRCILDATGVGCTGDHEGVHYSHLELSP^ 
VQEGDPHFRSALTAHPVRDPVHMYQLHKAFARAE^ 
* AM*^IPAPSRPASRFEVIJ»IDYFTEQHAFSCADGSPRCPIJW^ 

RRYHPMiRI^KQQLVNGYRRFDPARGMEYTLDLQLEALTPQGGRRPLTRRVQLLRPLSRVEI 

LPVPYVTEASRLTVLLPIAAAERDLAPGFLEAFATAALEPGDAA^ 

HADVFAPVKAHVAEI^RRFPGARVPWLSVQTAAPSP^ 

TPDFLNRCRMHAISGWQAFFPMHFQAFHPGVAPPQGPGPPELGRDTGRFDRQAASEACFYNS 

DYVAARGRIJUU^EQEEELI^SLDVYELFLHFSSZJIVLRAVEPALI^RYRAQTCSARLSEDL 
YHRCLQSVLEGLGSRTQLAMLLFEQEQGNST 
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234/330 
FIGURE 234 

GCTCTGGCCGGCCCCGGCGATTGGTO^CGCCC^^AGGGGACAGCCCTGGCCTCCTCTGAT 
TGGCAAGCGCTGGCCAaraCCCACACCOT 
AGCTATTAGCC^TTCGGCAGGGCCCGCTTTT^^ 
ACTAGCGGAAGCTCTGCCTCTTTCCCCAGTGGGCGAGGGAACTC^^ 
CTGTATCCACCCAAATGTCACCGATTTCTTCCTATGCA^^ 
GAAATTTCTCAGCCTGGCCGAAAATGGTTGGCCCCACGAAGC^ 
, AGGGTTGCTCAAC&CCCCGCCTCATTGGAAAACCAAATG^ 

GCGGAGGCGGGGCGATGATTGTCGCGCTCGCACCCACTGCAGCTGCGC^ 
TTTOCCgCCCCTGAGACCCTGCftGa^^ 

GCTCGCCGTCTTTTGGCGGCAGCGGCGACGCGAGGGCTCCCGGCCGCCCGCGTCCGCTGGGA 
ATCTAGCTTCTCCAGGACTGTGGTCGCCCCGTCCGCTGTGGCGGGAAAGCGGCCCCCAGAAC 
CGACCACACCGTGGCAAGAGGACCCAGAACCCGAGGACGAAAACTTGTATGAGAAGAACCCA 
GACTCCCATGGTTATGACAAGGACCCCGTTTTGGACGTCTGGAACATGCGACTTGTCTTCTT 
CTTTGGCGTCTCCATCATCCTGGTCCTTGGCAGCACCTTTGTGGCCTATCTGCCTGACTACA 
GGATGAAAGAGTGGTCCCGCCGCGAAGCTGAGAGGCTTGTGAAATACCGAGAGGCCAATGGC 
CTTCCCATCATGGAATCCAACTGCTTCGACCCCAGCAAGATCCAGCTGCCAGAGGATGAG3ES 
aGCAGTTGCTAAGTGGGGCTCAAGAAGCACCGCCTTCCCCACCCCCTGCCTGCCATTCTGAC 
CTCTTCTCAGAGCACCTAATTAAAGGGGCTGAAAGTCTGAA 
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235/330 
FIGURE 235 

MAAGLFGLSARWiLAAAATRGLPAARVRWESSFSRTVVAPSAVAGKRPPEPTTPWQEDPEPE 
DENLYEKN PDSHG YDKDPVL DVWNMRL VFFFGVS 1 1 LVLGST FVAYX PDYRMKEWSRREAER 
LVKYREANGLPIMESNCFDPSKIQLPEDE 



* 
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236/330 
FIGURE 236 

GGGGGCTGGGCTGTTTGGTTTGAGCGCTCGCCGTCTTTTGGCGGCAGCGGCGACGCGAGGGC 

TCCCGGCCGCCCGCGTCCGCTGGGAATCTAGCTTCTCCAGGACTGTGGTCGCCCCGTCCGCT 

GTGGCGGGAAAGCGGCCXXCAGAACCGACCACACCGTGGCAAGAGGACCCAGAACCCGAGGA 

CGAAAACTTGTATGAGAAGAACCCAGACTCCCATGGTTATGACAAGGACCCCGTTTT 

TCTGGAACATGCGApTTGTCTTCTTCTTTGGCGTCTCCATCATCCTGGTGCTTGGCAGCAOC 

TTTGTGGCCTATGTGCCTGACTACAGGATGAAAGAGTGGTCCCGCCGCGAAGCT 

« TGTGAAATACCGAGAGGCCAATGGGCTTCCCATCATGGAATCCAACTGCTTCGACCCCAGCA 
AGATCCAG 
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237/330 



GCG6CS6CTASE^CGCTTGCTCTGCTC6TCCTGTTGCTCCTGGG6CGCGGC6GCT66TGCCT 
TGCAGAACCCCCACGCGACAGCCTGCGGGAGGAACTTGTCATCACCCCGCTGCCTTCCGGGG 
ACGTJMSCCGCCACAraCCAGTTCCGCACGCGCTGGGATTC 
TCCCATTACMGCTCTTTCCCI«AGCWGGGGCJMM»G^ 

^TGCACCTGTCATTCACAGAAGGCTTTTGGAGGACCCGATACTGGGGGCCACCCTTCGTGC 
AGGCCCCATCAGGTGCAGAGCTGTGGGTGTGGTTCCAAGACACTGTCACTGATGTGGATAAA 
TCTTGGAAGGAGCTCAGTAATGTCCTCTCAGGGATCTTCTGCGCCTCTCTCAACTTCATCGA 
CTCCACCAACAGAGTCACTCCCACTGCCTCCTTGAAACCCCTGGGTCTGGCCAATGACACTG 
ACCACTACTTTCTGCGCTATGCTGTGCTGCCGCGGGAGGTG^ 

, CCCTGGAAGAAGCTCTTGCCCTGTAGTTCGAAGGGAGGCCTCTCTGTGCTGCTGAAGGGAGA 

T CGCTTGTTCCACACCAGCTAC<^CTCCCaGGCAGTGCATATCCGCCCTGTTTGGAGAAATG 

CACGCTGTACTAGCATCITCGTGGGAGCTGAGGCAGACCCTGTaiGTTGTATTTGATGCCTTC 
ATCAa3GGGCaGGGAAAGAAAGACTGK3TC(Xn?CrPr^^ 

GC^CTGCCCCCTGGCTTCAGAGAGCCGAGTCTATGTGGAGATCACCACCTACAACCAGGAGA 

ACGAGACATTAGAGGTGCACCCACCCCCGACCACTACATATCAGGACGTCATCCTAGGCACT 

CGGAAGACCTATGCC^TCTATGACTTGCTTGACACCGCCATGATCAACAACTCTCGAAACCT 

CAACaTCCAGCTCAAGTGGAAGAGACCCCCAGAGAATGAGGCCCCCCCAGTGCCCTTCCTGC 

ATGCCCAGCGGTACGTGAGTGGCTATGGGCTGCAGAAGGGGGAGCTGAGCACACTGCTGTAC 

AACACCCACCCATACCGGGCCTTCCCGGTGCTGCTGCTGGACACCGTACCCTGGTATCTGCG 

GCTGTATGTGCACACCCTCACCATCACCTCCAAGGGGAAGGAGAAGATiACCAAGTTACATCC 

ACTACCAGCCTGCCCAGGACCGGCTGCAACCCCACCTCCTGGAGATGCTGATTCAGCTGCCG 

GCCAACTCAGTCACCAAGGTTTCCATCCAGTTTGAGCGGGCGCTGCTGAAGTGGACCGAGTA 

CACGCCAGATCCTAACCATGGCTTCTATGTCAGCCCATCTGTCCTCAGCGCCCTTGTGCCCA 

GCATGGTAGCAGCCAAGCCAGTGGACTGGGAAGAGAGTCCCCTCTTCAACAGCCTGTTCCCA 

GTCTCTGATGGCTCTAACTACTTTGTGCGGCTCTACACGGAGCCGCTGCTGGTGAACCTGCC 

GACACCGGACTTCAGCATGCCCTACAACGTGATCTGCGTCACGTGCACTGTGGTGGCCGTGT 

GCTACGGCTCCTTCTACAATCTCCTCACCCGAACCTTCCACATCGAGGAGCCCCGCACAGGT 

GGCCTGGCCAAGCGGCTGGCCAACCTTATCCGGCGCGCCCGAGGTGTCCCCCCACTCmTT 

CTTGCCCTTTCCAGCAGCTGCAGCTGCCGTTTCTCTCTGGGGAGGGGAGCCCAAGGGCTCTT 

TCTGCCACTTGCTCTCCTCAGAGTTGGCTTTTGAACCAAAGTGCCCTGGACCAGGTCAGGGC 

CTACAGCTGTGTTGTCCAGTACAGGAGCCACGAGCCAAATGTGGCATTTGAATTTGAATTAA 

CTTAGAAATTCATTTCCTCACCTGTAGTGGCCACCTCTATATTGAGGTGCTCAATAAGCAAA 

AGTGGTCGGTGGCTGCTGTATTGGACAGCACAGAAAAAGATTTCCATCACCACAGAAAGGTC 

GGCTGGCAGCACTGGCCAAGGTGATGGGGTGTGCTACACAGTGTATGTCACTGTGTAGTGGA 

TGGAGTTTACTGTTTGTGGAATAAAAACGGCTGTTTCCGTGGAAAAAAAAAAAA 



PCT/USOO/08439 



238/330 
FIGURE 23fl 

MPIA ^VIJJJ^PGGWCIJffiPPRDSLREELVITPLPSGDVAATFQFRTRWDSELQREGVSHY 
I&FPKALGQLISKYSLRELHLSFTQGFfffiTRY^ 

^SlMiSGIFC^LNFIDSTNTVTPTASFKPI^IANDTDHyEXRYAVLPREWCTENLTPWK 
KliPCSSKAGMVUtfADRLFHTSra 

QGKKDWSLFRMFSRTLTEPCPLASESRVYVDITTYNQDNETLEVHPPPTTTYQDVILGTRKT 
YAIYDIJ.DTflMItraSRNI^IQLKWKRPPENEAPPVPFIJlAQRYVSGYGIK2KGELSTI^ ' 

„ PYRAFPVLIJiIJWPWYIJUjYVHTLTITSKGKENJCPSYIHYQPAQDRI^PHIJjEMLIQLPANS 
VTKVSIQFIKMIJWTBYTP^ 

GSNYFVRLYTEPIiVNLPTPDFSMPYWICLTCTWAVCYGSFYNLLTRTraiEEPRTGGIA 
KRLANL I RRARGVP PL 
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239/330 



C/UiCBSS^GGTCCAGCAGCTTCTTGGTCCTCATGGTGTCTCTCGTTCTTGTGAiCCCTGGTGG 
CT6TGGAAG6AGTTAAA6A(3GGTATAGAGAAAGCAGGGGTTTGCGCAGCTGACAACGTACGC 
TGCTTCAAGTCCGATCCTCCCCAGTGTCACACAGAGCAGGACTGTCT 
TTGTIACCTGCACTGTGGCTTCAAGTGTGTGATTCCTGTGAA^ 

ACAAGGATGAAGATGTGTCAAGGCCATACCCTGAGCCAGGATG^GAGGCCAAGTGTCCAGGC 
TCCraZTCTACX3U3GTGTCCTC^^ 

* TCACTTGGCACCTGCCCCTGAGGGT(XT6AGACTTGGAATATGGAA^ 
CCACCAAAGAAAACCTGAGCTTGAAGIXX^^^ 

TCCAGACCCCAGGGACGGTACTTTCCCTGTCTAGCTGGTGCTCCTCCCTAATGCTCATGAAT 

GGACCCCTCATGAATGAAACCAGTGCCCTTATAAGAGACCCCAAAGAGCTGCCTTGCCCTTC 

TGCAATGTGTGATCACAGCTAGAAGGCACTGTCAGAGAAGAGAAACTGGTCCTCACCAGATG 

CTGAATCTGCTGGTGCCTTGATCTTGGACTTCCCAGCCTCTAGAACTGTAAGAAATAAATAT 
TTGCTGTTTATAATCCAA 
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240/330 
FIGURE 240 

MGSSSFLVI^SLVLVTLVAVEGVKE1GIEKAGVCPADNVRCFECSDPP<XJHTDQDCLGERKCC 
YLHCGFKCVIPVKELEEG6NKDEDVSRPYPEPGWEAKCPGSSSTRCPQK 

Signal sequence: 

amino acids 1-19 

« N-myriatoylation sites: 

amino acids 23-29, 27-33, 32-38, 102-108 

WAP- type ' f our-disulf ido core* domain signature: 

amino acids 49-63 
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241/330 

ElgBBB 241 

AAACTCAGCACTTGCCGGftGTGGCTCATTGTTAAGACAAAfiGGTGTGCACTTCX^GGCCA^ 

A^CCTGAGCGGTGAGACTCCCAGCTGCCTACATCAAGGCCCCAGGACATGCAGAACGTTCC 

TCTAGAACCCGACCCACCACC^ISAGGTCCTGCCTGTGGAGATGCAGGGACCTGAGCCAAGG 

CGTCC^TGGTCCTTGCTTCTGGCTGTCCTGGTCTTCTTTCTCTTCGCCTTGCCCTCTTTTA 

TTAAGGAGCCTCAAACAAAGCCTTCCAGGC&TCAACGCAC^^ 

CTACAGTCCCTGGCAAAGCCTAAGTCCCAGGCACCCAGA^ 

TGCAGAGCCAGCGCCAGAGAACAATGCCCTCAACACAC^ 

CCGGAGACAGAGGAAAGGAGGCCAACCAGGCACCGCCGGAGGAGCAGGACAAGGTGCCCCAC 
ACAGCACAGAGGGCAGC^TGGAAGAGCCCAGAAAAAGAG 
* ACCCAGAGGGCAAGATGCAGGGATGGCCTCTGGCAGGACAGAGGC^^ 
AGGACACAAAGACGACCCAAGGAAATGGGGGCCAGACCAGGAAGCTGACGGCCTCCA 
GTGTCAGAGAAGCACCAGGGCAAAGCGGCAACCACAGCCAAGACGCTCA^ 
GCACAGAATGCTGGCTCCCACAGGAGCAGTGTCAACAAGGACGAGACAGAAAGGACT 
CAGCAGTCATCCXaCCTAAGGAGAAGAAACCTCAGGCCACCCCACOJCCTGCC^ 
AGCCCCACGACGCAGAGAAACCAAAGACTGAAGGCCGCXIAACTTCAAATCTGAGCGTCGGTG 
GGATTTTGAGGAAAAATACAGCTTC^AAATAGGAGGCCTTCAGACGACTTGCCCTGACTCTC 
TGAAGATCAAAGCCTCCAAGTCGCTGTGGCTCCAGAAACTCTTTCTGCCC^CCTCACTCTC 
TTCCTGGACTCC^GACACTTCAACCAGAGTGAGTGGGACCGCCTGGAACACTTTGCACCACC 
CTTTG<KTTCATGGAGCTCAACTACTCCTTGGTGCAGAAGGTCGTGACACGCTTCCCTCCAG 
TGCCCCAGCAGCAGCTGCTCCTGGCCAGCCTCCCCGCTGGGAGCCTCCGGTGCATCACCTGT 
GCCGTGGTGGGCAACGGGGGCATCCTGAACAACTCCCACATGGGCCAGGAGATAGACAGTCA 
CGACTACGTGTTCCGATTGAGCGGAGCTCTCATTAAAGGCTACGAACAGGATGTGGGGACTC 
GGACATCCTTCTACGGCTTTACCGCCTTCTCCCTGACCCAGTCACTCCTTATATTGGGCAAT 
CGGGGTTTCAAGAACGTGCCTCTTGGGAAGGACGTCCGCTACTTGCACTTCCTGGAAGGCAC 
CCGGGACTATGAGTGGCTGGAAGCACTGCTTATGAATCAGACGGTGATGTCAAAAAACCTTT 
TCTGGTTCAGGCACAGACCCCAGGAAGCTTTTCGGGAAGCCCTGCACATGGACAGGTACCTG 
TTGCTGCACCCAGACTTTCTCCGATACATGAAGAACAGGTTTCTGAGGTCTAAGACCCTGGA 
TGGTGCCCACTGGAGGATATACCGCCCCACCACTGGGGCCCTCCTGCTGCTCACTGCCCTTC 
AGCTCTGTGACCAGGTGAGTGCTTATGGCTTCATCACTGAGGGCCATGAGCGCTTTTCTGAT 
CACTACTATGATACATCATGGAAGCGGCTGATCTTTTACATAAACCATGACTTCAAGCTGGA 
GAGAGAAGTCTGGAAGCGGCTACACGATGAAGGGATAATCCGGCTGTACCAGCGTCCTGGTC 
CCGGAACTGCCAAAGCCAAGAACJE^CCGGGGCCAGGGCTGCCATGGTCTCCTTGCCTGCTC 
CAAGGCACAGGATACAGTGGGAATCTTGAGACTCTTTGGCCATTTCCCATGGCTCAGACTAA 
GCTCCAAGCCCTTCAGGAGTTCCAAGGGAACACTTGAACCATGGACAAGACTCTCTCAAGAT 
GGCAAATGGCTAATTGAGGTTCTGAAGTTCTTCAGTACATTGCTGTAGGTCCTGAGGCCAGG 
GATTTTTAATTAAATGGGGTGATGGGTGGCCAATACCACAATTCCTGCTGAAAAACACTCTT 
CCAGTCCAAAAGCTTCTTGATACAGAAAAAAGAGCCTGGATTTACAGAAACATATAGATCTG 
GTTTGAATTCCAGATCGAGTTTACAGTTGTGAAATCTTGAAGGTATTACTTAACTTCACTAC 
AGATTGTCTAGAAGACCTTTCTAGGAGTTATCTGATTCTAGAAGGGTCTATACTTGTCCTTG 
TCTTTAAGCTATTTGACAACTCTACGTGTTGTAGAAAACTGATAATAATACAAATGATTGTT 
GTCCATGGAAAGGCAAATAAATTTTCTACAGTGAAAAAAAAAAAAAAA 
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242/330 



MRSCLHRCRHLSQGVQWSLLLAVLVrPLPALpsFIKEPQTKPSRHQRTENXKERSLQSLAKP 
KSQAPTRARRTTIYAEPAPENNALNTQTQPKAHTTGDRGKEAHQAPPEEODKVPHTAQftAAW 
^PE^CEKTMVNTI^PRGQDAGHASGRTEAQSWKSQDTKTTQGNGGQTRKLTASRrVSEKHQG 
KAACTAKTLIPKSQHRMLRPTGAVSTRTRQKGVTTAVIPPKEKKPQATPPPAPFQSPTTQRN 
OTl^WNPKSEPRMDFEEKYSPEIGGI^JtTCPDSVKIKASKSLMt^IKLFLPHLTLFLDSRBF 

X'^^^n^FLEGTRDYKifl^AIiMHJTVlKna.EWFRHRPQEAFREAIJiMDRYIJiHPDFI 

KRI,IPYINHDFKLEREVWKRLflDE6IIRLYQRPGPGTAKAKH 
Cytoplasmic 

Domain: 
amino acids l-io 

^YP* II Transmembrane Domain: 

amino acids 11-35 

Lumenal catalytic Domain: 
amino acids 36-600 

Ribonucleotide Reductase small subunxt Signature: 

amino acids 481-496 

N-glycosylation Sites: 

amino acids 300-303, 311-314, 331-334, 375-378, 460-463 
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2437330 



C(^SCGC6GACCCG6GCACCCCCTCCTCX:TGGGGCTGCTGCTGGTGCTGGGGCCT 

GAGCAGCGAGTGGAAATTGTTCCTC6AGATCTGAGGATGAAGGACAAGTTTCTAAAACACCT 
TACAO^CCTCTTTATTTT^ 

CCAGAGACTGCACCATTCCT^ 

GTCAGTCCAGTGTGCATGGAGGATAAGJKgklGCAGACCCTA^ 
ATGAGAAGTGCC^G<yy^CCAACAGGGAAACAGAACTATCTTTATACACATCC^ 
ACAAGAGATTTATTTTTGCAGACAGACTCTTCCATAAGTCCTn 
ACAGTTTGCAGATATATATTCGATAflATCAGTCTACTTGACAGTGTTATCTCT 
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244/330 
JEIGORE 244 

MRGPGHPIJJ^IJJ,VLGPSPEQRVEIVPRDLRMKDKFLKHLTGPLYFSPKCSKHFHRLyHNT 
RDCTIPAYYKRCARLLTRIAVSPVCMEDK 



WO 00/73454 



PCT/CS00/08439 



245/330 
FIGURE 2/\ 5 

GGGCTG66CXICCGCCGCAGCTCCAGCTGGCCGGCTTGGTCCTGCGGTCCCTTCTCTGG6AG6 

CCCGACCCCGGCCGCGCCCAGCCCCCACC^QCCACCCGCGGGGCTCCGCCGGGCCGGGCCG 

ctcao:gcaatcgctctgttg^ 

GTGCTACCTGGAOTGGJ^TGGCTCCTGGCATCaSGGGTTTAACT 

GCTGCGGGACCTGCTACCATCGGTACTGCTGCAGGGACCTGACCTTGCTTATCACC 
CAGCAGAAGCACTGCCTGGCCTTCAGCCCCAAGACC^TA^ 

*CCTCTTTGTTGCTGTGGTTGCCA(XA<XATCTGCTGCTTCCTCTOT 
ACCGOCGGCGCCAGCAGCTCCAGAGC(^ftTTTGJ4AGGCCAGGAGA 
CCAGTGCAGCCAGTATACCCATACCCCCAGGACCCCAAAGCTG^ 

TGGCTTCATGTACCCACCTAGTGGTCCTGCTCGCCAATATCCACTCTACCCAGCTGGGCCCC 

CAGTCTACAACCCTGCAGCTCCTCCTCCCTATATGCCACCACAGCCCTCTTACCCGGGAGCC 

S^GGAACCAGCCATGTCTCTGCTGCCCCTTCAGTGATGCCAACCTTGGGAGATGCCCTCAT 

CCTGTACCTGCATCTGGTCCTGGGGGTGGCAGGAGTCCTCCAGCCACCAGGCCCCAGACCAA 

GCCAAGCCCTGGGCCCTACTGGGGACAGAGCCCCAGGGAAGTGGAACAGGAGCTGAACTAGA 

ACTATGAGGGGTTGGGGGGAGGGCTTGGAATTATGGGCTATTTTTACTGGGGGCAAGGGAGG 

GAGATGACAGCCTGGGTCACAGTGCCTGTTTTCAAATAGTCCCTCTGCTCCCAAGATCCCAG 

CCAGGAAGGCTGGGGCCCTACTGTTTGTCCCCTCTGGGCTGGGGTGGGGGGAGGGAGGAGGT 

TCCGTCAGCAGCTGGCAGTAGCCCTCCTCTCTGGCTGCCCCACTGGCCACATCTCTGGCCTG 
CTAGATTAAAGCTGTAAAGACAAAA 
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246/330 



MPPAGLRRAAPLTAIMiVLGAPLVLAGEDCLWYLDRNGSWHPGFNCEFFTFCCGTCYHRYC 
CRDLTIJ,ITERQQKHCIJVFSPKTIAGI^AVILFVAVVATTICCFLCSCCYLYRRRQQLQSP 

FEGQEIPMTGIPVQPVYPYPQDPKAGPAPPQPGFMYPPSGPAPQYPLYPAGPPVYNPAAPPP 
YMPPQPSYPGA 



* amino acids 10-28, 85-110 

N-glyeosylation Site: 
amino acids 38-41 



N-myristoylation Sites: 

amino acids 5-10, 88-93 
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247/330 



GGGGGAGCTAGGCCGGCGGCAGTGGTGGTGGCGGCGGCGCAAGGGTGAGGGCGGCCCCAGAA 
CCCCAGGTAGGTAGAGGAAGAAGiyESGTGTTTCTGCCCCTCAAATGGTCCCTTG^ 
TCATTTCTACTTTCCTCACTGTTGGCTCTCTTAACTGTGTCGACTC^TTC^TGGTGTCAGAG 
CACTGAAGCATCTCCAAAACGTAGTGATGG^CACCATTTCCTTGGA^ 

CTGAGTACGTCATCCCAGTTCATTATGATCTCTTGATCCATGCAAAGCTTACCAC6CT 
TTCTGGGGAACCACGAAAGTAGAAATCACAGCCAGTCAGCCCACCAGCACCATCATCCTGCA 
TAGTCACCACCTGCAGATATCTAGGGCCAGCCTCAGGAAGGGAGCTGGAGAGAGGCTATGGG 
AAGAACCCCTGCAGGTCCTGGAACACCCCXXniCAGGAGCAAATTGCACTGCTGGCTCGCGAG 
CCCCTCCTTGTCGGGCTCCCGTACACAGTTGTCATTCACTATGGTGGCAATCTTTCGGAGAC 
TTTCCACGGATTTTACAAAAGCACCTACAGAACCAAGGAAGGGGAACTGAGGATACTAGCAT 
CAACACA2\TTTG2\ACCGACTGCAGGTAGAATGGCCTTTCCCrGCTTTGATG2\ACCTGCCTTC 
« AAAGCAAGTTTCTCAATCAAAATTAGAAGAGAGCCAAGGCACCTAGCCATCTCCAATATGCC 
ATTGGTGAAATCTGTGACTGTTGCTGAAGGACTCATAGAAGACCATTTTGATGTCACTGTGA 
AGATGflGCACCTATCTGGTGGCCTTCATCATTTCAGATTTTGAGTCTGTCAGCAAGATAACC 
AAGAGTG^TCAAGGTTTCTG^ 

ACTGGATGCTGCGGTGACTCTTCTAGAATTTTATGAGGATTATTTCAGCATACCGTATCCCC 
J^^CAAACAAGATCTTGCTGCTATTCCCGACTTTCAGTCTGGTGCTATGGAAAACTGGGGA 
CTGACAACATATAGAGAATCTGCTCTGTTGTTTGATGCA 

GCTOG^CATCACAGTGACTGTGGCCCATGAACTGGCCCACCAGTGGTTTGGGAACCTGGTCA 

CTATGGAATGGTGGAATGATCTTTGGCTAAATGAAGGATTTGCCAAATTTATGGAGTTTGTG 

TCTGTOMWGTGACCCATCCTGAACTGAAAGTTGGAGATTATTTCTTTGGCAAATGT^ 

CGCAATGGAGGTAGATGCTTTAAATTCCTCACACCCTGTGTCTACACCTGTGGAAAATCCTG 

CTC»GATCCGGGAGATGTTTGATGATGTTTCTTAT6ATAAGGGAGCTTGTATTCTGAATATG 

CTAAGGGAGTATCTTAGCGCTGACGCATlTAAAAGTGGTATTGTACAGTATCTGCAGAAGCA 

TAGCTATAAAAATACAftAAAACGAGGACCtGTGGGATAGTATGGCAAGTATTTGCCCTACAG 

ATGGTGTAAAAGGGATGGATGGCTTTTGCTCTAGAAGTCAACATTCATCTTCATCCTCACAT 

TGGCATCAGGAAGGGGTGGATGTGAAAACCATGATGAACACTTGGACACTGCAGAGGGGTTT 

TCCCCTAATAACCATCACAGTGAGGGGGAGGAATGTACACATGAAGCAAGAGCACTACATGA 

AGGGCTCTGACGGCGCCCCGGACACTGGGTACCTGTGGCATGTTCCATTGACATTCATCACC 

AGCAAATCCAACATGGTCCATCGATTTTTGCTAAAAACAAAAACAGATGTGCTCATCCTCCC 

AGAAGAGGTGGAATGGATC7LAATTTAATGTGGGCATGAATGGCTATTACATTGTGCATTACG 

AGGATGATGGATGGGACTCTTTGACTGGCCTTTTAAAAGGAACACACACAGCAGTCAGCAGT 

AATGATCGGGGAAGTCTCATTAACAATGCATTTCAGCTCGTCAGCATTGG6AAGCTGTCCAT 

TGAAAAGGCCTTGGATTTATCCCTGTACtTGAAACATGAAACTGAAATTATGCCCGTGTTTC 

AAGGTTOGAATGAGCTGATTCCTATGTATAAGTTAATGGAGAAAAGAGATATGAATGAAGTG 

GAAACTCAATTCAAGGCCTTCCTCATCAGGCTGCTAAGGGACCTCATTGATAAGCAGACATG 

GACAGACGAGGGCTCAGTCTCAGAGCAAATGCTGCGGAGTGAACTACTACTCCTCGCCTGTG 

TGCACAACTATCAGCCGTGCGTACAGAGGGCAGAAGGCTATTTCAGAAAGTGGAAGGAATCC 

AATGGAAACTTGAGCCTGCCTGTCGACGTGACCTTGGCAGTGTTTGCTGTGGGGGCCCAGAG 

CACAGAAGGCTGGGATTTTCTTTATAGTAAATATCAGTTTTCTTTGTCCAGTACTGAGAAAA 

GCCAAATTGAATTTGCCCTCTGCAGAACCCAAAATAAGGAAAAGCTTCAATGGCTACTAGAT 

GAAAGCTTTAAGGGAGATAAAATAAAAACTCAGGAGTTTCCACAAATTCTTACACTCATTGG 

CAGGAACCCAGTAGGATACCCACTGGCCTGGCAATTTCTGAGGAAAAACTGGAACAAACTTG 

TACAAAAGTTTGAACTTGGCTCATCTTCCATAGCCCACATGGTAATGGGTACAAC^^TCAA 

TOCTCCACAAGAACACGGCTTGAAGAGGTAAAAGGATTCTTCAGCTCTTTGAAAGAAAATGG 

TTCTCAGCTCCGTTGTGTCCAACAGACAATTGAAACCATTGAAGAAAACATCGGTTGGATGG 

ATAAGAATTTTGATAAAATCAGAGTGTGGCTGCAAAGTGAAAAGCTTGAACGTATGTAAAAA 

TTCCTCCCTTGCCCGGTTCCTGTTATCTCTAATCACCAACATTTTGTTGAGTGTATTTTCAA 

ACTAGAGATGGCTGTTTTGGCTCCAACTGGAGATACTTTTTTCCCTTCAACTCATTTTTTGA 

CTATCCCTGTGAAAAGAATAGCTGTTAGTTTTTCATGAATGGGCTTTTTCATGAATGGGCTA 

TCGCTACCATGTGTTTTGTTCATCACAGGTGTTGCCCTGCAACGTAAACCCAAGTGTTGGGT 

TCCXTGCCACAGAAGAATAAAGTACCTTATTCTTCTCAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 24fl 

MVFLPLKWSIATMSFIJ^SIJALLTVSTPSWCQSTEASPKRSD^ 
*MiIHANLTTLTFWGTTKVEITASQPTST^^ 

HPPQEQIMiIAPEPIiVGLPYTVVIHYAGNLSETFHGryKSTYRTKEGELRILASTQFEPTA 
ARMAFPCFDBPAFKASFSIKIRRBPIUlLAISNMPLVKSVTVaEGLIEDHF^ 

PIISDFESVSKITKSGVKVSVYAVPDKINQADYALI»AVTIJ£FYEDYFSIPypLPKQDIAA 
IPDFQSGAMENWGLTTYRESALLFDAEKSSASS 

. WI^EGFAKTMEPVSVSVTHPELKVGDYFFGKCFDAMEVDALNSSHPVSTPVENPAQIREMFD ' 

DVSYDKGACILNMLREYLSADAFKSGIVQYI^KHSYKNTKNEDLWDSMASICPTDGVKGMDG 

^^^QHSSSSSHWHQF^DVKTMMNTWTLQRGFPLITITVRGMJVHMKQEHYMKGSDGAPD 

TGYLWHVPLTFITSKSNMVHRFIJJCTKTDVLILPEEVEWIKFNVGMNGYYIVHYEDDGWDSL 

TGLLKGTHTAVSSNDRASLINNAEXJLVSIGKLSIFJCftLDLSLYLKHF/TEIMPVFQGLNELIP 

MYKIJffiKRDMNEVETQFKAFLIRIJjRDLIDKQTWTDEGSVSEQMLRSEIJJ^LACVH^ 

QRAECTFRKWRFISNGNLSLPVDVTIAVFAVGAQSTEGWDFLYSKYQFSLSSTEKSQIEEALC 

RTQNKEKLQWLLDESFKGDKIKTQEFPQILTLIGRNPVGYPiJVWQFLRKNWNKLVQKFELGS 

SSIAHMVMGTTNQFSTRTRLEEVKGFFSSLKENGSQLRCVQCyriETIEENIGWMDKNFDKIR 
VWLQSEKLERM 

Signal peptide : 
amino acids 1-34 

M-glycosylation sites: 

amino acids 70-74, 154-158, 414-418, 760-764, 901-905 

Neutral sine metallopeptidases, sine-binding region signature: 

amino acids 350-360 
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FIGURE 24Q 

cAgccacagacgggtcmsagcgcggtattactgctggccctcctggggttcatcctcccac 

TGCCAGGAGTGCAGGCGCTG^CTGCCAGTTTGGGACAGTTCAGCATGTGTGGAAGGTGTCC 
GACCTACm^GCJttTG^^ 

CACGTTGATGCTCATTGAGAGCGGACCCCAAGTGAGCCTGGTGC^ 

AGGCXAAGGACCAGGAGCCCCGCGTCACTGAGC^CGGATGGGCCCCGGCCTCTCCCTGATC 
TCCTACACXTTCXSTGTGCCGGCAGGAGGACTTCTGCAACJ^^ 
* TTGGGCCCCACAGCCCCCAGCAGAC(XAGGATCCTT^ 
AAGGCTGTCTGGAGGGGACAACAGAAGAGATCTGCCCC^ 
GGCCTCCTCAGGCTCAGGGGAGGAGGC3VTOT 

CCAGCCAGGTTGCAACCTGCTCAATGGGACACAGGAAATTGGGCCCGTGGGTATGACTGAGA 

ACTGCAATAGGAAAGATTTTCTGACCTGTCATCGGGGGACCACCATTATGACACACGGAAAC 

TTGGCTOiAGAACCCACTGATTGGACCACATCGAATACCGAGATGTGCGAGGTGGGGCAGGT 

GTGTCAGGAGACGCTGCTGCTCATAGATGTAGGACTCACATCAACCCTGGTGGGGACAAAAG 

GCTGCAGCACTGTTGGGGCTCAAAATTCCCAGAAGACCACCATCCACTCAGCCCCTCCTGGG 

GTGCTTGTGGCCTCCTATACCCACTTCTGCTCCTCGGACCTGTGCAATAGTGCCAGCAGCAG 

CAGCGTTCTGCTGAACTCCCTCCCTCCTCAAGCTGCCCCTGTCCCAGGAGACCGGCAGTGTC 

CTACCTGTGTGCAGCCCCTTGGAACCTGTTCAAGTGGCTCCCCCCGAATGACCTGCCCCAGG 

GGCGCCACTCATTGTTATGATGGGTACATTCATCTCTCAGGAGGTGGGCTGTCCACCAAAAT 

GAGCATTCAGGGCTGCGTGGCCCAACCTTCCAGCTTCTTGTTGAACCACACCAGACAAATCG 

GGATCTTCTCTGCGCGTGAGAAGCGTGATGTGCAGCCTCCTGCCTCTCAGCATGAGGGAGGT 

GGGGCTGAGGGCCTGGAGTCTCTCACTTGGGGGGTGGGGCTGGCACTGGCCCCAGCGCTGTG 

GTGGGGAGTGGTTTGCCCTTCCTGCJAftCTCTATTACCCCCACGATTCTTCACCGCTGCTGA 

CCACCCACACTCAACCTCCCTCTGACCTCATAACCTAATGGCCTTGGACACCAGATTCTTtC 

CCATTCTGTCCATGAATCATCTTCCCCACACACAATCATTCATATCTACTCACCTAACAGCA 

ACACTGGGGAGAGCCTGGAGCATCCGGACTTGCCCTATGGGAGAGGGGACGCTGGAGGAGTG 
GCTGCATGTATCTGATAATACAGACCCTGTCCTTTCA 
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250/330 



MSAVLLLALLGPILPLPGVQALI^QFGTVQHVWKVSDLPRQWTPJ^ 

ESGPQVSLVLSKGCTEJiKDQEPRVTBHRMGPGLSLISyTFVCRQEDFCNllLVNSLPLWAPQP 
PADPGSLRCPVCLSMEGCLEGTTEEICPKGOTHCY^ 



JVCQBTL 

^IDVGLTSTLVCTKGCSTVGAQNSC^ 

SLPPQaAPVPGDRQCPTCVQPLGTCSSGSPRMTCPRGATHCYDGYIHLSGGGLSTKMSIQGC 



PSC 
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251/330 

EIGHBE 253, 

GCGAC6GGCAGGACGCCCCGTTCGCCTAGCGC6TGCTCAGGAGTTGGTGTCCT 
CAGGJfflgAGGGGGAATCTGGCCCIGGTGGG^ 

dCATCTGGACATCCTCAGCC^GCTGGC6ATGACGCCTGCTCTGTGCAGATCCTC6TGCCT66 

cctcaaag«^tgcgggagagaagggagacaaaggcg^^ 
gccccacgggagaaaaaggagacatgggggacaaaggacagaa 
ggaaaaattggtcccattgtotctaaaggtgagaaag^ 
* tggtcctaatggagaaccaggcctcccatgtg^ 
a6atg6acaa(xaggtctctcagctgacxiagcgagctcaagttc^ 
ggtgtgcgc6agacggagagcaagatctacctgctggtgaaggaggagaagcgctacgcgga 

CGCCCAGCTGTCCTGCCAGGGCCGCGGGGGCACGCTGAGCATGCCCAAGGACGAGGCTGCCA 

ATGGCCTGATGGCCGCATACCTGGCGCAAGCCGGCCTGGCCCGTGTCTTCATCGGCATCAAC • 

GACCTGGAGAAGGAGGGCGCCTTCGTGTACTCTGACCACTCCCCCATGCGGACCTTCAACAA 

GTGGCGCAGCGGTGAGCCCAACAATGCCTACGACGAGGAGGACTGCGTGGAGATGGTGGCCT 

CGGGCGGCTGGAACGACGTGGCCTGCCACACCACCATGTACTTCATGTGTGAGTTTGACAAG 

GAGAACATGS^GCCTCAGGCTGGGGCTGCCCATTGGGGGCCCCACATGTCCCTGCAGGGTT 

GGCAGGGACAGAGCCCAGACCATGGTGCCAGCCAGGGAGCTGTCCCTCTGTGAAGGGTGGAG 

GCTCACTGAGTAGAGGGCTGTTGTCTAAACTGAGAAAATGGCCTATGCTTAAGAGGAAAATG 

AAAGTGTTCCTGGGGTGCTGTCTCTGAAGAAGCAGAGTTTCATTACCTGTATTGTAGCCCCA 

ATGTCATTATGTAATTATTACCCAGAATTGCTCTTCCATAAAGCTTGTGCCTTTGTCCAAGC 

TATACAATAAAATCTTTAAGTAGTGCAGTAGTTAAGTCCAAAAAAAAAAAAAAAAAAA 
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252/330 



MRGNLALVGVLISLAFLSLLPSGHPQPA6DDAC3VQILVPGLK6DAGEKGDKGAPGRPGRVG 
PTGEKGDMGDKGQKGSVGRHGKIGPIGSKGEKGDSGDIGPPGPNGEPGLPCECSQLRKAIGE 

MDNQVSQLTSELKFIKNAVAGVRETESKIYLLVKEEKRYADAQLSCQGRGGTLSMPKDEAAN 

<3IMAAYLAQAGIARVFIGINDLEKEGAF\nre^^ 

GGWNDVACHTTMYFMCEFDKENM 
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AGTGACTGCAGCCTTCCTAGATCCCCTCCACTCGGTTTCTCTCTTO 
CACCAGTGTGTGAGGGGAGCAGGCAGCGGTCCTAGCCAGTTCCTTGATCCTGCCAGACCACC 

CAGcrcrcGGCAcaGAGCTGCTCcAO^GGCAc 

CCTGGCCTTCAGCCTAGCTCAGAGCTTTGGGG^GTCTGTAAGGAGCCACAGGAGGAGGTGG 
TTCCTGGCXSGGGGCCGCAGCAAGAGGGATCCftGATCTCTACCAGCTGCTCCAGAGACTCTTC 
AAAAGCCACTCATCTCTGGAGGGATTGCTCAAAGCCCTGAGCC^ 
* GGAATCAACATCTCCCGAGAAACGTGACATGCATG 
GGAGCGTCCAGCCAGAGGGAAAGACAGGACCTTT^ 
CTT(»TCCCAATCAGCTTGGATracaM3GAAAGTCTTO 

TTTA^aGACTCTCCTACGGATGTGAATCAAGAGAACGTCCCCAGCTTTGGCATCCTCAAGT 
ATCCCCCGAGAGCAGAATAGGTACTCCACTTCCGGACTCCTGGACTGCATTAGGAAGACCTC 
TTTCCCTGTCCCAATCCCCAGGTGCGCACGCTCCTGTTACCCTTTCTCTTCCCTGTTCTTGT 
AACATTCTTGTGCTTTGACTCCTTCTCCATCTTTTCTACCTGACCCTGGTGTGGAAACTGCA 
TAGTGAATATCCCCAAGCCCAATGGGCATTGACTGTAGAATACCCTAGAGTTCCTGTAGTGT 
CCTACATTAAAAATATAATGTCTCTCTCTATTCCTCAACAATAAAGGATTTTTGCATATGAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 254 

MRIMIJ.ETAIIAFSIAQSFGAVCKEPQEEVVPGGGRSKRDPDLYQLLQRLFKSHSSLEGLLK 

ALSQASTDPKESTSPEKRDMHDFFVGLMGKRSVQPEX3KTGPFLPSVRVPRPLHPNQLGSTGK 
SSLGTEEQRPL 

Important features: 
Signal peptide: 
* amino acids 1-18 

Tyrosine kinase phosphorylation site. 

amino acids 36-45 

N-myristoylafcion site. 

amino acids 33-39, 59-65 

. Amidation site. 

amino acids 90-94 

Leucine zipper pattern. 

amino acids 43-65 

Tachykinin family signature. 

amino acids 86-92 
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GGGCGTCTCCGGCTGCTCCTATT6AGCTGTCTGCTCGCTGTGCCCGCTGTGCCTGCT6TGCC 
CGCGCTGTCGCCGCTGCTACCGCGTCTGCTGGAC^CGGGAGACGCCAGCGAGCTGGTGATTG 
GAGCCCTG(XK^GAGCTCAAGCGCCCAGCTCTGCC 

CCATAGTTGCTGCAGGAGTGGAGCCjySAGCTGCGTCCTGGGTGGTGTCATCCCCTTGGGGC 

TGCTGTTCCTGGTCTGCGGATCCCAT^GCTACCTCCTGCCCAACGTCACTCTCTTAGAGGAG 
CTGCTCAGCAAATACCAGCACAACGAGTCTCACTCCCGG^ 

* GGACAAGGAGGAGATCCTCATGCTGCACAACAAGCTTCGGGGCCAGG 

CCAACATGGAGTACATGGTGAGCGCCGGCTCCGGCCGC^MaGGCTGGCACCGGGGGTGGGGC 
CTGGGCCACCAGCCTGCTCTGTTCC(XAGCC»GCTCrGTPCC^ 

CTGGCTCAGGGTCTCCTCTGGCAGGGGAGGATCCCGGCTCTGTTCTGTTTTGTTTGTTTGTT 

TTGAGACAGGGTCTCACTCTGCCACTGACGCTGGAGTGCAATGGCACAATCGTCATGCCCTG 

AAACCTSASACTCCCGGGGTTAAGCGATCCTGCTTCAGCCTCCCAAGTAGCTGGAACTACAG 

GCATGCACCATGGTGCCCAGCTAGATTTTAAATATTTTGTGGAGATGGGGGTCTTGCTACGT 

TGCCCAGGCTGGTCTTGAACTCCTAGGCTCAAGCAATCCTCCTGCCTCAGCCTCTCAAAGTG 

CTAGGATTATAGGCATGAGTCACCCTGTCTGGCTCTGGCTCTGTTCTTAACATTCTGCCAAA 

ACAACACACGTGGGTTCCCTGTGCAGAGCCTGCCTCGTTGCCTTCATGTCACTCTTGGTAGC 

TCCACTGGGAACACAGCTCTCAGCCTTTCCCACCTGGAGGCAGAGTGGGGAGGGGCCCAGGG 

CTGGGCTTTGCTGATGCTGATCTCAGCTGTGCCACACGCTAGCTGCACCACCCTGACTTCTC 

CTTAGCCCGTGTGAGCCTCACTTTCCACTTGGAGAGTCCTTCCTCGCGTGGTTGCCATGACT 

GTGAGATAAGTCGAGGCTGTGAAGGGCCCGGCACAGACTGACCTGCCTCCCCAACCCCTAGG 

CTTTGCTAACCGGGAAAGGAGCTAACGGTGACAGAAGACAGCCAAGGTCAACCCTCCCGGGT 

GATTGTGATGGGTGTTCCAGGTGTGGTTGGGCGATGCTGCTACTTGACCCCAAGCTCCAGTG 

TGGAAACTTCCTTCCTGGCTGGTTTTCCAGAACTACAGAGGAATGGACCACAGTCTTCCAGG 

GTCCCTCCTCGTCCACCAACCGGGAGCCTCCACCTTGGCCATCCGTCAGCTATGAATGGCTT 

TTTAAACAAACCCACGTCCCAGCCTGGGTAACATGGTAAAGCCCCGTCTCTACAAAAAAATC 

CAAGTTAGCCGGGCATGGTGGTGCGCACCTGTAGTCCCAGCTGCAGTGGGACTGAGGTGGAG 

GTGGAGGTGGGGGGTGGGAGCTGAGGAAGGAGGATCGCTTGAGCCTGGGAAGTCGAGGCTGC 

AGTGAGCTGAGATTGCACCACTGCACTCCAGCCTGGGTGACAGAGCAAGACCCTGTCTCAAAAA 
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MSCVI^IPLGLLFLVCGS03YU,PNVTI^^ 

HNKLRGQVQPQASNMBYMVSAGSGRRGWHRGWGLGHQPALPPSQLCSPASACDGWLRVSS6R 
GGSRLCSVLFVCFETGSHSATDAGVQWHNRHALKP 

Important features: 
Signal peptide: 

• amino acids 1-22 

H-glycosylation site, 
amino acids 27-31, 41-45 



N-myxistoylation site. 

amino acids 126-132, 140-146 

Amidation site. 

amino acids 85-89 
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FIGURE 257 

AAGGAGAGGCCACCGGGACTTCAGTGTCTCCTCCATCCCAGGAGCGCAGTGGCCACT^SGG 
GTCTGGGCTGCCCCTTGTCCTCGTCTTGAGCGTCCTTGGCAGCTGA^^ 

GTATGACTTT6CAACT6JUU^T6iU166A6TCTTTTCTGACAAATTCCTCCTATGAGTC^AGC 
TTCCTGGAATTGCTTGAAAAGCTCT^ 

CCTCCAC<*TG<^GATCTC»A^^ 

TGTCCTTCTTGGCCCGGGCTTTTGGGCm^ 

* CAGCAGGCCCCCACCCTCCTGAGTGGCAATAAATAAAATTCGGTATGCTG 
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258/330 



MGSGLPLVIJjLTLLGSSHGTGPGMTLQLKLKESFLTNSSYESSFLELLEKlXniLLHLPSGTS 
VTLHHARSQHHWCNT 
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AATTGTATCTGTGTAATGTTAAAACAAACGAAATAAAATAGAAGGAAA2\ACTTTCTGAGTTT 
CAAAAACAACAGACTAGTACTCTAAAGAACTCTTTAAA^ 

T^^TTGGATATTATTTAATTCTGTTTCTGATGTGGGGTTGCTCXJACTGTGTTCTGTGTGC 
TATTAATATTTACCATTGCAGAAGCTTOITTCAGTC 
TGCCTCTTACGCATATGTTACAAAT^^ 
CTCaamrGTTCTAAftaaJTGAAAGATGTCTGCT^ 

* TATGATTCTCftA(XATCTTTAGTTGGGAAAGGTCCTTGAAAGCCAATGGAAATACTTTTTTT 
TTTTCTTGGCACTAATCAAGTGAGTGTTACX^TTTC^ 

GTAAAATAGAAACCTCTGrTTATTCTCAGGTATTTTAGAAACAACAGCCATCATTTTATTrT 
ATGTGTGTGTTCTTGGCTGTATTCATAAATTATATATTTTGGGCTATCAAATATTACTTCAT 
TCAATATAAATAACAATAGTAGAAGTTGTTTACTTAGATATGCTTTCTAGTTGCATTTTCTC 
AGCCTATGTAAGACTACTTTGTTGTAATAGCCTTTGAAATTTACAGTACTGTCTCTCTACTA 
TCTTCAGATTACTTGATTCAAATAAACCAATTATGTTTGTAATTGATATTAATAAAACCAGA 
ATAAAAGTTCATATCTACCC 
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FSGTOfi 260 

MIGYYLILPLMWGSSTVFCVLLIFTIAEASFSVENECLVDLO^ 
SDCSK 

Important features: 
Signal peptide: 

amino acids 1-29 
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EKfflBE -251. 

GAGGATTTGCOVCAGCAGCGGATAGAGCAGGAGAGC^^ 

GAGAAGAGCCACAGCATAAGAGACTGCCCTGCTTGGTGTTTTGCAGGMSATGGTGGCCCTT 

CGAGGAGCTTCTGCATTGCTGGTTGTGTTCCTTGCAGCTTTTCTGCCGCCGCCGCAGTGTAC 
CCAGGACCCAGCCATGGTGCATTACATCTACCA<K!G^ 

ATUUU^TGTACCCAAGCAACGAGGGCATAGATTCAAGAATTCCAAGAGTTCTGAAAAAATATA 
TCTGTCATGCTGGGAAGATGTCAGACCTACACAAGTGAGTAOVAGAGTGGAGTGGGTAACTT 
GGCACTGAGAGTTGAACGTGCCCAACGGGAGATTGACTACATAO^ATACCTTCGAGAGGCTG 
AGGAGTGCATCGTATCAGAGGACAAGACACTGGCAGAAATGTTGCTCCAAGAAGCTGAAGAA 
GAGAAAAAGATCCGGACTCTGCTGAATGCflAGCTGTGACaVACATGCTGATGGGCATAAAGTC 
TTTGAAAATAGTGAAGAAGATGATGGACACACATGGCTCT^GGATGAAAGATGCTGTCTATA 
* ACTCTCCAAAGGTGTACTTATTAATTGGATCCAGAAACAAGACTGTTTGGGAATTTGCA7VAC 
ATACGGGCATTCATGGAGGATAAC3VCCAAGCCAGCTCCCCGGAAGCAAATCCTAACACTTTC 
CTGGCAGGGAACAGGCCAAGTGATCTACAAAGGTTTTCTATTT 

CTAATGAGATAATCAAATATAACCTGCAGAAGAGGACTGTGGAAGATCGAATGCTGCTCCCA 

GGAGGGGTAGGCCGAGCATTGGTTTACGAGCACTCCCCCTCAACTTACATTGACCTGGCTGT 

GGATGAGCATGGGCTCTGGGCCATCCACTCTGGGCCAGGCACCCATAGCCATTTGGTTCTCA 

CAAAGATTGAGCCGGGCACACTGGGAGTGGAGCATTCATGGGATACCCCATGCAGAAGCCAG 

GATGCTGAAGCCTCATTCCTCTTGTGTGGGGTTCTCTATGTGGTCTACAGTACTGGGGGCCA 

GGGCCCTCATCGCATCACCTGCATCTATGATCCACTGGGCACTATCAGTGAGGAGGACTTGC 

CCAACTTGTTCTTCCCCAAGAGACCAAGAAGTCACTCCATGATCCATTACAACCCCAGAGAT 

AAGCAGCTCTATGCCTGGAATGAAGGAAACCAGATCATTTACAAACTCCAGACAAAGAGAAA 

GCTGCCTCTGAAGjaftTGCATTACAGCTGTGAGAAAGAGCACTGTGGCTTTGGCAGCTGTTC 

TACAGGACAGTGAGGCTATAGCCCCTTCACAATATAGTATCCCTCTAATCACACACAGGAAG 

AGTGTGTAGAAGTGGAAATACGTATGCCTCCTTTCCCAAATGTCACTGCCTTAGGTATCTTC 

CAAGAGCTTAGATGAGAGCATATCATCAGGAAAGTTTCAACAATGTCCATTACTCCCCCAAA 

CCTCCTGGCTCTCAAGGATGACCACATTCTGATACAGCCTACTTCAAGCCTTTTGTTTTACT 

GCTCCCCAGCATTTACTGTAACTCTGCCATCTTCCCTCCCACAATTAGAGTTGTATGCCAGC 

CCCTAATATTCACCACTGGCTTTTCTCTCCCCTGGCCTTTGCTGAAGCTCTTCCCTCTTTTT 

CAAATGTCTATTGATATTCTCCCATTTTCACTGCCCAACTAAAATACTATTAATATTTCTTT 

CTTTTCTTTTCTTTTTTTTGAGACAAGGTCTCACTATGTTGCCCAGGCTGGTCTCAAACTCC 

AGAGCTCAAGAGATCCTCCTGCCTGAGCCTCCTAAGTACCTGGGATTACAGGCATGTGCCAC 

CACACCTGGCTTAAAATACTATTTCTTATTGAGGTTTAACCTCTATTTCCCCTAGCCCTGTC 

CTTCCACTAAGCTTGGTAGATGTAATAATAAAGTGAAAATATTAACATTTGAATATCGCTTT 

CCAGGTGTGGAGTGTTTGCACATCATTGAATTCTCGTTTCACCTTTGTGAAACATGCACAAG ■ 

TCTTTACAGCTGTCATTCTAGAGTTTAGGTGAGTAACACAATTACAAAGTGAAAGATACAGC 

TAGAAAATACTACAAATCCCATAGTTTTTCCATTGCCCAAGGAAGCATCAAATACGTATGTT 

TGTTCACCTACTCTTATAGTCAATGCGTTCATCGTTTCAGCCTAAAAATAATAGTCTGTCCC 

TTTAGCCAGTTTTCATGTCTGCACAAGACCTTTCAATAGGCCTTTCAAATGATAATTCCTCC 

AGAAAACCAGTCTl^AGGGTGAGGACCCCAACTCTAGCCTCCTCTTGTCTTGCTGTCCTCTGT 

TTCTCTCTTTCTGCTTTAAATTCAATAAAAGTGACACTGAGCAAAAAAAAAAAAAAA 



WOW73454 



PCT/USOO/08439 



262/330 
FIGURE 262 

MMVALRGASALLVLFLAAFLPPPQCTQDPAhfVHYIYQRFRVLEQGLEKCTQATRAYIQEFQE 
FSKNISVMI/3RCQTYTSEYKSAVGNIJUJRVERAQREIDYIQYIJlEADEGIVSEDKTIAEMIi 
QEAEEEKKIRTLLNASCDNMLMGIKSUCIVKKMMDTH^ 

WEE^IRAFb!EDOTKPAPRKQILTI^WQGTGQVIYKGFLFFHNQATSNEIIKYNLQKRTVED 

RMLLPGGVGRALVYQHSPSTYIDLAVDEHGLWAIHSGPGTHSHLVLTKIEPGTLGVEHSWDT 

PCRSQDAEASFLLCGVLYVVYSTGGQGPHRITCIYDPLGTISEEDLPNLFFPKRPRSHSMIH 
* YNPRDKQLYAWNEGNQI I YKLQTKRKLPLK 
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FIGURE 263 

GGGCGCCCGCCTACTCACTAGCTGJMSCTGGCA^ 

TGTCGGAGCTCATGGGGCTGTCGGTGTTGCTTGGGCTGCTGGCCCT6ATGGCGACGGC6GCG 

GTAGCGCGGGGGTGGCTGCGCGCGGGGGAGGAGAGGAGCGGCCX^CCCGCCTGCCAAAAAGC 

AAftTGGATTTCCACCTGACAAATCTTCGGGATCCAAGAAGCAGAAAC^ 

GGAAGGAGAAGCCTCAACAACACAACTTCACCCAGCGCCTGCTGGCTGCAGCrCTG^ 

CAGAGCGGGAACATATCTTG(^TGGACTTTAGCAGCAATGGCAAATACGTGGCTACCTGTGC 

AGATGATCGCACCATCXIGCATCTGGAGCACCAaGGACTTCCTGCAGCGAGAGCACCGCAGCA 

TGAGAGCCAACGTGGAGGTGGACCACGCCACCCTGGTGGGCTTCAGCCCTGACTGCAGAGCC 

TTCATCGTGTGGCTGGCCAACGGGGACACCCTCCGTGTCrTCAAGATGACCAAGCGGGAGGA 

TGGGGGCTACACCTTCACAGCCACCCCAGAGGACTTCCCTAAAAAGCA 

TCGACATTGGCATTGCTAACACAGGGAAGTTTATCATGACTGGCTCCAGTGACAGCACTGTC 

CTCATCTGGAGCCTGAAGGGTGAAGTGCTGTCTACCATCAACACCAACIGAGATGAACAAGAC 

ACACGCTGCTGTATCTCCCTGTGGCAGATTTGTAGCCTCGTGTGGGTTCACCCCAGATGTGA 

AGGTTTGGGAAGTCTGCTTTGGAAAGAAGGGGGAGTTCCAGGAGGTGGTGCGAGCCTTCGAA 

CTAAAGGGCCACTCCGCGGCTGTGCACTCGTTTGCTTTCTCCJUVCGACTCACGGAGGATGGC 

TTCTGTCTCCAAGGATGGTACATGGAAACTGTGGGACACAGATGTGGAATACAAGAAGAAGC 

AGGACCCCTACTTGCTGAAGACAGGCCGCTTTGAAGAGGCGGCGGGTGCCGCGCCGTGCCGC 

CTGGCCCTCTCGCCCAACGCCCAGGTCTTGGCCTTGGCCAGTGGCAGTAGTATTCATCTCTA 

CAATACCCGGCGGGGCGAGAAGGAGGAGTGCTTTGAGCGGGTCCATGGCGAGTGTATCGCCA 

ACTTGTCCTTTGACATCACTGGCCGCTTTCTGGCCTCCTGTGGGGACCGGGCGGTGCGGCTG 

TTTCACAACACTCCTGGCCACCGAGCCATGGTGGAGGAGATGCAGGGCCACCTGAAGCGGGC 

CTCCAACGAGAGCACCCGCCAGAGGCTGCAGCAGCAGCTGACCCAGGCCCAAGAGACCCTGA 

AGAGCCTGGGTGCCCTGAAGAAG2SBCTCTGGGAGGGCCCGGCGCAGAGGATTGAGGAGGAG 

GGATCTGGCCTCCTCATGGCACTGCTGCCATCTTTCCTCCCAGGTGGAAGCCTTTCAGAAGG 

AGTCTCCTGGTTTTCTTACTGGTGGCCCTGCTTCTTCCCATTGAAACTACTCTTGTCTACTT 

AGGTCTCTCTCTTCTTGCTGGCTGTGACTCCTCCCTGACTAGTGGCCAAGGTGCTTTTdTTC 

CTCCCAGGCCCAGTGGGTGGAATCTGTCCCCACCTGGCACTGAGGAGAATGGTAGAGAGGAG 

AGGAGAGAGAGAGAGAATGTGATTTTTGGCCTTGTGGCAGCACATCCTCACACCCAAAGAAG 

TTTGTAAATGTTCCAGAACAACCTAGAGAACACCTGAGTACTAAGCAGCAGTTTTGCAAGGA 

TGGGAGACTGGGATAGCTTCCCATCACAGAACTGTGTTCCATCAAAAAGACACTAAGGGATT 

TCCTTCTGGGCCTCAGTTCTATTTGTAAGATGGAGAATAATCCTCTCTGTGAACTCCTTGCA 

AAGATGATATGAGGCTAAGAGAATATCAAGTCCCCAGGTCTGGAAGAAAAGTAGAAAAGAGT 

AGTACTATTGTCCAATGTCATGAAAGTGGTAAAAGTGGGAACCAGTGTGCTTTGAAACCAAA 

TTAGAAACACATTCCTTGGGAAGGCAAAGTTTTCTGGGACTTGATCATACATTTTATATGGT 

TGGGACTTCTCTCTTCGGGAGATGATATCTTGTTTAAGGAGACCTCTTTTCAGTTCATCAAG 

TTCATCAGATATTTGAGTGCCCACTCTGTGCCCAAATAAATATGAGCTGGGGATTAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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MELSQMSELMGLSVLLGLLALMATAAVARGWLRAGEERSGRPACQKANGFPPDKSSGSKKQK 
QYQRIRKEKPCXJHNFTHRIJAAALKSHSGNISCMDFSSNGKYIATCMDRTIRIWSTKDFLQ 
REMRSMRANVELDHATLVRFSPDC^ 

HKAPVIDIGIANTGKFIMTASSDTTVLIWSLKGQVLSTINTN^ 

FTPDVKVWEVCFGKKGEFQEVVRAFELKGHSAAVHSE7VFSNDSRIU4ASVSKDGTWKLWDTDV 
E YKKKQD PYLLKTGRFEEAAGAAPCRLALS PN AQVLALASGS S I HL YNTRRGEKEEC FER VH 

• GECIANLSFDITGRFLASCGDRAVRLFHNTPGHRAMVEEMQGHIJCRJ^NESTRQRLQQQLTQ 
AQETLKSLGALKK 

Important features: 
Signal peptide: 

amino acids 1-25 

N-glycoaylafcion site. 

amino acids 76-80, 92-96, 231-235, 289-293, 378-382, 421-425 

Beta-transduoin family Trp-Asp repeat protein. 

amino acids 30-47, 105-118, 107-119, 203-216, 205-217, 296-308 
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FIGURE 265 

TGGCCTCCCCAGCTTGCCAGGCACAAGGCTGAGCGGGAGGAAGCGAGAGGCATCTAAGCAGG 
CAGTGTTTTGCCTTCACCCCAAGTGACCSB^GAGGTGCCACGCGAGTCTC^ 
TCCTAGTAACTGTGTCTGACTGTGCTGTGATCACAGGGGCCTGTGAGCGGGATGTCCAGTGT 
GGGGC1AGGCACCTGCTGTGCCATCAGCCTGTGGCTTCGAGGGCTGCGGATGTGCAC 
GGGGCGKSGAAGGCGAGGAGTGCCACCCCGGCAGCCACAAGGTCCCCTTCTO 
AGCACX^CACGTGTCCTTGCITGCCCAACCTGCTGTGCTCCAGGTTCCCGGACGGCAGGTAC 
* CGCTGCTCCATGGACTTGAAGAACATCAATTTT^JAfiGCGCTTGCCTGGTCTCAGGATACCCA 
CCATCCTTTTCCTGAGCACAGCCTGGATTTTTATTTCTGCCATGAAACCCAGCTCCCATGAC 
TCTCCCAGTCCCTAC^CTGACTACCCTGATCTCTCTTGTCTAGTACGCIACATATGCACACAG 
GCAGACATACCTCCC^TCATGAC^TGGTCCCCAGGC^GGCCTGAGGATGTCACAGCTTGAGG 
CTGTGGTGTGAAAGGTGGCCAGCCTGGTTCTCTTCCCTGCTCAGGCTGCCAGAGAGGTGGTA 
AATGGCAGAAAGGACATTCCCCCTCCCCTCCCCAGGTGACCTGCTCTCTTTCCTGGGCCCTG 
CCCCTCTCCCCACATGTATCCCTCGGTCTGAATTAGACATTCCTGGGCACAGGCTCTTGGGT 
GGATTGCTCAGAGTCCCAGGTCCTGGCCTGACCCTCAGGCCCTTCACGTGAGGTCTGTGAGG 
ACCAATTTGTGGGTAGTTCATCTTCCCTCGATTGGTTAACTCCTTAGTTTCAGACCACAGAC 
TCAAGATTGGCTCTTCCCAGAGGGCAGCAGACAGTCACCCCAAGGCAGGTGTAGGGAGCCCA 
GGGAGGCCAATCAGCCCCCTGAAGACTCTGGTCCCAGTCAGCCTGTGGCTTGTGGCCTGTGA 
CCTGTGACCTTCTGCCAGAATTGTCATGCCTCTGAGGCCCCCTCTTACCACACTTTACCAGT 
TAACCACTGAAGCCCCCAATTCCCACAGCTTTTCCATTAAAATGCAAATGGTGGTGGTTCAA 
TCTAATCTGATATTGACATATTAGAAGGCAATTAGGGTGTTTCCTTAAACAACTCCTTTCCA 
AGGATCAGCCCTGAGAGCAGGTTGGTGACTTTGAGGAGGGCAGTCCTCTGTCCAGATTGGGG 
TGGGAGCAAGGGACAGGGAGCAGGGCAGGGGCTGAAAGGGGCACTGATTCAGACCAGGGAGG 
CAACTACACACCAACATGCTGGCTTTAGAATAAAAGCACCAACTGAAAAAA 
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MRGATRVSIMliLVTVSDCAVITGACERDVQCGAGTCCAISLWLRGLRMCTPLGREGEECHP 
6SHKVPFFRKRKHHTCPCLPNLLCSRPPDGRYRCSMDLKNIMF 



Signal peptide: 
amino acids 1-19 

* Tyrosine kinase phosphorylation site: 

amino acids 86-95 

N-myxistoylation sites: 

amino acids 33-39, 35-41, 46-52 
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AGCGCCCGGGCGTCGGGGCGGTAAAAGGCCGGCAGAAGGGAGGCACTTGAGAAATCTCTTTC 

CTCCAGGACCCAAGTTTCTTCACCATGGGGATGTGGTCCATTGGTGCAGGAGCCCT 

TGCTGCCTTGGCATTGCTGCTTGO^^ 

CCCTGGAGTACCTGGAGGATATAGACCTGAAAACACTGGAG^«3GAACCAaGGACTTT(^AA 
GCAAAGGAGCTATGGGAAAAAAATGGAGCTGTGATTATGGCCGTGCGGAGGCCAGGCTGTTT 
CCTCTGTaaM»GGAAGCTGCGGATCT^ 
* TCCCCCTCTATGCAGTGGTAAAGGAGCA(^T(^GGACTGAAGTGAAGGATTTCCAGCCTTAT 
TTCAAAGGAGAAATCTTCCTGGATGAAAAGAAAAAGTTCTATGG^ 

GATGTTTATGGGATTTATCCGTCTGGGAGTGTGGTACAACTTCn'TCCGAGCCTGGAACGGAG 
GCTTCTCTGGAAACCTGGAAGGAGAAGGCTTCATCCTTGGGGGAGTTTTCGTGGTGGGATCA 

ggaaagcagggcattcttcttgagcaccgagaaaaagaatttggagacaaagtaaacctact 
ttctgttctggaagctgctaagatgatcaaaccacagactttggcctcagagaj^aaatgat 

TGTGTGAAACTGCCCAGCTCAGGGATAACCAGGGACATTCACCTGTGTTCATGGGATGTATT 
GTTTCCACTCGTGTCCCTAAGGAGTGAGAAACCCATTTATACTCTACTCTCAGTATGGATTA 
TTAATGTATTTTAATATTCTGTTTAGGCCCACTAAGGCAAAATAGCCCCAAAACAAGACTGA 
CAAAAATCTGAAAAACTAATGAGGATTATTAAGCTAAAACCTGGGAAATAGGAGGCTTAAAA 
TTGACTGCCAGGCTGGGTGCAGTGGCTCACACCTGTAATCCCAGCACTTTGGGAGGCCAAGG 
TGAGCAAGTCACTTGAGGTCGGGAGTTCGAGACCAGCCTGAGCAACATGGCGAAACCCCGTC 
TCTACTAAAAATACAAAAATCACCCGGGTGTGGTGGCAGGCACCTGTAGTCCCAGCTACCCG 
GGAGGCTGAGGCAGGAGAATCACTTGAACCTGGGAGGTGGAGGTTGCGGTGAGCTGAGATCA 
CACCACTGTATTCCAGCCTGGGTGACTGAGACTCTAACTAA 
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MSFLQDPSFFTMGMWSIGAGJULGAAAIAIJiIA^ 

TFKAKELWEKNGAVIMAVIUIPGCFLCREEAADLSSLKSMLDQLGVPLYAVVKEHIRTEVKD 

QPYFKGEIEliDEKKKETGPQRRroMFMGFIRLGVWYNFFRAWNGGFSGNLEGEGFILGGVFV 

VGSGKQGIIJ^HREKEFGDKVNLLSVLEAAKMIKPQTLASEKK 
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ACGGACCGAGGGTTCGAGGGAGGGACACGGACCAGGAACCTGAGGTAGGTCAAAGACGCCCG 
GGCCAGGTGCCCCGTCGCAGGTGCCCCTGGCCGGAGATGCGGTAGGAGGGGCGAGCGCGAGA 
AGCCCCTTCCTa^GCTGCCAACCCGC^ 

CTTCTGGCGCTGGGCCTGCCGnWCCTGCTGGCCCGCTGGGGCCGAGCCTGGGGGCAAATACA 
GACCACTTCTGCAAATGAGAATAGC»CTGTTTTGCCETCATCC^ 
GCAACCTGCGTOXGAAGCCATGACPGCTATCATCGTGGTCTTC^ 
* CTCCTGGCTGTGGGGCTGGCACTGTTGGTGCGGAAGCTTCGGGAGAAGCGGCAGACGGAGGG 
CACXTTACCXSGCCCAGTAGCGAGGAGra 



CTTCATTGCTGTGTGACCTTGGGGAAAGGCAGTGCCCTC 

TGCTTAATAG(^GGGAAGAAGGTACTTCAAAGACT 

GCTATTCACTTTTATATATTTATATAAAA^ 
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ElfiHBB Z7Q. 

MANPGLGLLIJ^GLPFIJJ^WGRAWGQIQTTSANENSTVLPSSTSSSSDGNLRPEAITAIIV 
VFSLLAALLIAVGXJUJjVRKLREKRQTEGrTYRPSSEEQFSHAAElMiaPQDSKETVQGCLPI 
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SISTOES 271 

AATATAT(^TCTATTTATCATTMTC^T2^TGTATTCTTTTATTCCJUVTAACATTTGGGTT 
TTGGGATTTTAATTTTCAAACACAGCAGA^TSACATTTTTTCTGTCACTATTATTATTGTTG 
GTATGTGAAGCTATTTGGAGATCCAATTCAGGAAGCAACACATTGGAGAATGGCrACTTTCT 
ATCAAGAAATAAAGAGAACCACAGTCAACCCACACAATCATCTTTAGAAGACAGTGTGACTC 
CTACCAAAGCTGTCAAAACCACAGGCAAGGGCATAGTTAAAGGACGGAATCTTGACTCAAGA 
GGGTTAATTCTTGGTGCTGAAGCCTGGGGCAGGGGTOTAAAGAAAAACACTSa^TTCAATG 
* ATTGTAAATTTAAGGCAAATACACATATTAGTATTACCTTAGTGTAATGTATCCCTGTCATA 
TATACAATATUMTGAAATTATAAGTACCCTATGX^USTTGGCTGGACAGTTCTAAATTGGACT 
TTATTAATTTTTAAAATC^GTAACTGATTTATCACTGGCTATGTGCTTAGATCTACAGGAGA 
TCATATAATTTGATACAAATAAAAGAAAAGTGTTCTCTCCCCTTACAGAATTGACATTTTAA 
ATGCGATACAGTTAGAATAGGAAATATGACATTAGAAAGGAAGAATGACAGGGAGAAAGGAA 
AGAAGGGAAAATGTTGCCAAGGAAAAAAAAA 



WO 00/73454 



PCT/DS00/08439 



272/330 



MTFFLSLLLLLVCEAIWRSNSGSNTLENGYFLSRNKENHSQPTQSSLEDSVTPTKAVKTTGK 
GIVKGRNLDSRGLILGAEAWGRGVKKNT 
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GCCAGGAATAACTAGAGAGGAACAMGGGGTTATTCAGAGGTTTTGTTTTCCTCTTAGTTCT 
TTCTCATTGTTATAGATOZrAGTGT^ 

ATGGTGACTACAGCTTCTAGGTACCTGTTTG^GCCACAGAAAAAAGATTTCT 
r G ™£S£ A I A H A 2^ 

JAC^AAGCAGTTCACAGAATGTGGAGAGAAAGGeGAATACATTCftCTTCACCCCTGACCT 
raAOTGGAAAAAAAOUttAT^ 

CTCACCTCCGGTGGGGAGTGTTTGATGAGTACAATGAAGATCAGCGTTTCTACCGTGGTAAG 
TCAAAAAAAATCGAAG<^^ 

™ G ? CA £ G £ A JS G i£ G J^ c J^™^ 

GAAAAGATTGTCSUlTTCTTTCCTGATAAAGTACAMCAGAAftAAGCATCCATAATGTTTATG 
, CAAMTATTGATCCTGTTGTTGAA^^ 
CG J A C AA ^raraVAGTGCAATTT^ 
TTfoA^<$C<»raCCCATGGT^^ 

AGTCAftAG^TOGTGTGCTTAGTTCTTGATAAGTCTGGAAGC^^ 
AMTCGAATGAAT(^GCAGCAAAACATTTCCTGCTGCAGACT 

ACTGATG^GAAACACACTCATG^ 

CTGCTCTGGAATTAAATATGCATTTCAGGTGATTGGAGAGCTACATTCCCAACTCGATGGAT 

CC^GTACTGCTGCTGACTGATGGGGAGGATAACACTGC^GTTCTTGTATTGATGAAGTG 

AAAOU^GTGGGGCCATTGTTCATTTTATTGCTTTGGGAAGAGCTGCTGATGAAGCACTAAT 

AGAGATGAGCflAGATAACAGGAGGAAGTCATTTTTATGTTTCAGATGAAGCTC^ 

^£^^T? AT ^ TTT ^^ TCTTA ^ T ^ G GAAATACTGATCTCTCCCAGA^CCCTT 

CAGCTCGAAAGTAAGGGATTAACACTGAATAGTAATGCCTGGATGAACGACACTGTCATAAT 

TGATAGTACAGTGGGAAAGGACACGTTCTTTCTCATC^CATGGAAC^ 

n^S^?I^ GATCC ^ GTG ^^™ T ^ AA ^ T T T CACAGTGGATGCAACTTCCAAA 

^ G ^S5 ATCTCAGTATTC ^ GGAACTGCAAAGGTGGGG ACTTGGGCATACAATCTTCAAGC 
C j^ GCGAAGCCAGAAAGA TT^ 

CTCCAATCACAGTGAATGCTAAAATGAATAAGGACGTAAACAGTTTCCCCAGCCCAATGATT 
GTTTACGCAGAAATTCTACAAGGATATGTACCTGTTCTTGGAGCCAATGTGACTGCTTTCAT 
TGAATCACAGAATGGACATACAGAAGTTTTGGAACTTTTGGATAATGGTGCAGGCGCTGATT 
C ™TCAA^TGATGGAGTCTACTCCAGGTATTT^^ 

^ GC n A ^ GTTCGGGCTCATGGAGGAGCAAACAC T G CC^GGCTAAAATTACGGCCTCCACT 

GACCTGAAATTGATGAGGATACTCAGACCACCTTGGAGGATTTCAGCCGAACAGCATCCGGA 

GGTG«TTTGTGCTATCA(^GTCCCAAGCCTTCCCTTGCCTGACC^ 

AATCA(^GACCTTGATGCCACAGTTCATGAGGATAAGATTATTCTTACATGGACAGCACCAG 

GAGATAATTTTGATGTTGGAAAAGTTCAACGTTATATCATAAGAATAAGTGCAAGTATTCTT 
^JC^lSAGACAGTTTTGATGATGCT^ 

GG £ C ^SI C S AA ^ AA £ GC IF GCA ^^ 

ACATATTTATTGCCATTAAAAGTATAGATAAAAGCAATTTGACATCAAAAGTATCCAACATT 
G ^S A ^ G ? AACTTTGTTTATCCCTCAAGCAAATCG TGATGACATTGATCCTACACCTAC 
TACTCCTACTCCTACTCCTGATAAAAGTCATAATTCTGGAGTTAATATTTCTACGCTGGTAT 
TGTCTGTGATTGGGTCTGTTGTAATTGTTAACTTTATTTTAAGTACCACCATTTGAACCTTA 
ACGAAGAAAAAAATCTTCAAGTAGACCTAGAAGAGAGTTTTAAAAAACAAAACAATGTAAGT 
AAAGGATATTTCTGAATCTTAAAATTCATCCCATGTGTGATCATAAACTCATAAAAATAATT 
TTAAGATGTCGGAAAAGGATACTTTGATTAAATAAAAACACTCATGGATATGTAAAAACTGT 
CAAGATTAAAATTTAATAGTTTCATTTATTTGTTATTTTATTTGTAAGAAATAGTGATGAAC 
. AAAGATCCTTTTTCATACTGATACCTGGTTGTATATTATTTGATGCAACAGTTTTCTGAAAT 
GATATTTCAAATTGCATCAAGAAATTAAAATCATCTATCTGAGTAGTCAAAATACAAGTAAA 
GGAGAGCAAATAAACAACATTTGGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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MGLFRGFVFLLVLCLLHQSNTS FIKLNNNGFEDI VI VI DPSVPEDEKI IEQIEDMVTTASTY 
LFEATEKRFFFKN VS ILI PENWKEN PQYKRPKHENHKHADVIVAPPTLPGRDEP YTKQFTEC 
GEKGEYIHFTPDLLLGKKQNEYGPPGKLFVHEWAHLRWGVFDEYNEDQPFYRAKSKKIEATR 
CSJU5ISGRNRVYKCQGGSCLSRACRIDSTTKLYGKDCQFFPDKVQTEKASIMFMQSIDSVVE 
FCNmifflQEAPSLQNIKCNFRSTWE\rcSNSEDFKNTIPMVTPPPPPV^^ 
LDKSGSMGGKDRJ^RMNQAAKHFLLQTVENGSWVGMVHFDSTATIVNKLIQIKSSDERNTLM 
^ AGLPTYPLGGTSICSGIKYAFQVIGEIJISQLDGSEVLLLTDGEDNTASSCIDEVKQSGAIVH 
FIALGRAADEAVIEMSKITGGSHFYVSDEAQNNGLIDAFGALTSGNTDLSQK3LQLESKGLT 
l^SNAWMNDTVIIDSTVGKDTFFLITITOSLPPSISLWDPSGTIMENFTVDATSKMAYLSIPG 
TAKVGTWAYNIXIAKANPETLTITVTSRAANSSVPPITVNAKMNKDVNSFPSPMIVYAFSILQG 
WPVI/aVNVTAFIESQNGHTEVLELLDNGAGADSFKNDGVYSRYFTAYTENGRYSLBCVRAHG 
GANTARLKLRPPLNRAAYIPGWWNGEIEANPPRPEIDEDTQTTLEDFSRTASGGAFWSQV 
PSLPLPDQYP PSQI TDLDATVHEDKI ILTWTAPGDHFDVGKVQRYI IRI SAS ILDLRDS FDD 
ALQVNTTDLSPKEANSJCESFAFKPENISEENATHIFIAIKSIDKSNLTSKVSNIAQVTLFTP 
QANPDDiDPTPTPTPTPTPDKSHNSGVNISTLVLSVIGSWIVNFILSTTI 

Signal peptide: 

amino acids 1-21 

Putative transmembrane domains : 

amino acids 284-300, 617-633 

Leucine zipper pattern, 
amino acids 469-491, 476-498 

N-glycosylation site. 

amino acids 20-24, 75-79, 340-344, 504-508, 542-546, 588-592, 
628-632, 811-815, 832-836, 837-841, 852-856, 896-900 
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FIGURE 275 

MGCCAAGGTAATTTTGACCCAGAGGAGCAATGATCTAGCCACCTCCTAATCTOCCCT 
GTGGTTGGAGGAGAGAACCrTTGTGGGGCTGCGTTCTGTTAGCAGTGGTCAG^ 



AATGAAGGTGAAAACTTG^GATTTCACTTCAGTC^TTGCTTCTGCCTGCAAGATCATCCTTTAAAA 
GTAGAGAAGCTGCTCTGTGTGCTGGTTAACTCCAA^ 

CAAG^GCTCCGGGGGCCOa^CGCATGCTTCGTGTGGTGTAGCGCAGGGA^ 
GC<XXGGCTTTGAGGGATGCCACCGGTTCTGGACGCATGGCTGATTCCTG AATgA T(^TGCTTrfir-f; 
GMGGCTGX^CGTGGATTTCCCGGGTGGTGGTTITGCTGGTGCTCCT 
CCTGTACATGTTGGCCTGCACCCCAAAAGGTGAGGAGGAGGAGCTGGCACTGCCCAGGGCCAA^ 
CCCACGGGGAAGGAGGGGTACCAGGCCGTCCTTCAGGAGTGGGAGGAGGAGCACC^CAAGTAC^ 
* GCAGCCTGAAGCGGCAGAXGGCACAGCTCAAGGAGGAGCTG& 
TGGGC^ACOUUKXAGOSATGCT 

_ ■ "ACAAGGCAGAGGTGAATGCTGGCGTCAAGCTGG 

GAATCaGCCTTGGAGACC^GAAC^TCCTGCAGAGAACAGCCCCAATC^ 

CTGATTTCATAGAAGGGATCTACCGAACAGAAAGGGACAAAGGGACATTGT^TGA 

AGGGGACCACAAACACGAATTCAAACGGCTCATGTTATTTCGAGGATTCA^ 

AAAAATGAAAAGCTCAACATGGCCAACACGCTTATCAATGTTATCGTGCCTCTAGC^ 

ACAAG J!2 c i£ G ^ 

CACTGTTGTTTACTTTGGGAAAGAAGAAATAAATGAAGTCA 
GCraCAACTTCAGGAACTTTA^^ 

O^CTGAATTCCTC^TACGTGTAGGCT^ 

AGCTGGTCATAAAGAAGGAAACTGGATTTTGGAGAGACTTTGGATTTGGGATGACGTGTCAGTATCG 
^^ACTTCATCAATATAGGTGGGTTTGATCTGGACAT 

COTTATCGCAAGTATCTCCACAGC^CCTCATAGTGGTACGGACGCCTGTGCGAGGACTCTTCCAeC 
^S^I GA S AAGCGCTGCAT6GACGAGCTGACCCCCGAGCAGT ACAAGATGTGCATGCAGTCCAA 

ggccatgaacgaggcatcccacggccagctgggcatgctggtgttcaggcacgagatagaggctcac 
g Hcgc^cagaaacagaagacaa^^ 

CACTTTOTCTTTCCTTTTG(^TTACTGAAAGTG^ 

A 9 A ^^ GAATTGGACTGATGGGT ^ GAGATGAGA ^GCCTCCGATTTCTCTCTGTTGGGCTTTTTAC 
AACAGAAATCAAAATCTCCGCTTTGCCTGCAAAAGTAACCCAGTTGCACCCTGTGAAGTGT^ 

AAGGCAGAATGCTTGTGAGATTATAAGCCTAATGGTGTGGAGGTTTTGATGGTGTTTACAATACACT 
GAGACCTGOTCTmGTCT^ 

TAGCATGAAAGGCAAGCATATTTCTCCTCATATGAATGAGCCTATCAGCAGGGCTC^GT^CTAG^G 
AATGCTAAAATATC^U^GGCAGGAGAGGAGATAGGCT^ 

AAATAAAATGGACCAGAAAACmAAAGAAACCATAAATATCGTGTCATATTTTCCCCAAGATTAACCA 
AAAATAATCTGCTTATCTTTTTGGTTGTCCTTTTAACTGTCTCCGTTTTTTTCTTTTATOTAAAAAT 
GCACTTTTTTTCCCTTGTGAGTTATAGTCTGCTTATTTAATTACC^CTTTGCAAGCCTTACAAGMA 
^ C ^ G H G S£ CTACATTTTTATATTTTTOAAGAAGATAC TTTGAGATG^ 

SI^ G ^n GAGACATAGG ^ GGAATGGTOTGTACT ^ TA ^^CGTACAGATAC^ 

GAGTATTTTCGAAGAGGAGCAACTGAACACTGGAGGAAAAGAAAATGACACTTTCTGCTTTACAGAA 
AAGGAAACTCATCCAGACTGGTG^^ 

GAAGTAGGGACCGCTO^ 

TTTCAAAACAGGGTGCTCCTCCTGGCTTCTGGCTTCCATAAGAAGAAATGGAGAAAAATATATATAT 
ATATATATATATTGTGAAAGATCAATCCATCTGCCAGAATCTAGTGGGATGGAAGTTTTTGCTACAT 
GTTATCCACCCCAGGCCAGGTGGAAGTAACTGAATTATTTTTTAAATTAAGCAGTTCTACTCAATCA 
CCAAGATGCTTCTGAAAATTGCATTTTATTACCATTTCAAACTATTTTTTAAAAATAAATACAGTTA 
ACATAGAGTGGTTTCTTCATTCATGTGAAAATTATTAGCCAGCACCAGATGCATGAGCTAATTATCT 
CTT^TCCTTGCTTCTGTTTGCTC*^ 

J G J"^ G i G H AAAAAATG ^^ 

AGGCCATGAATGGAAGGTGGTATTGCACAGCTAATAAAATATGATTTGTGGATATGAA 
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FIGURE 276 

MMMVRRGLIAWISRVVVLLVLLCCAISVLYMLACTPKGDEEQLALPRANSP^ 
EWEEQHRNYVSSLKRQIAQLKEEI^ERSEQLRNGQYQASDAAGLGLDRSPPEKTC^DLLAFL 
HSQVDKAEVNAGVKLATE YAAVPFDS FTLQKVYQLETGLTRHPEEKPVRKDKRDELVEAI ES 
ALETLNNPAENSPNHRPYTASDFIEGIYRTERDKGTLYELTFKGDHKHEFKRLILFRPFSPI 
MKVKNEKLNMANTLINVIVPLAKRVDKFRQFMQNFRFJC 

GILENTSKAANFRNFTFIQLHGEFSRGKGLDVGARFWKGSNVLLFFCDVDIYFTSBFLNTCR 
LNTQPGKKVFYPVLFSQYNPGIIYGHHDAVPPLEQQLVIKKETGFWRDFGFGMTCQYRSDFI 
N IGGFDLDI KGWGGE DVHL YRKYLHSNL I WRT PVRGL FHLWHEKRCM DELT PEQ YKMCMQ S 
KAMNEASHGQLGMLVFRHE I EAHLRKQKQKTSSKKT 
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FIGURE 277 

GftAAGftaSSTTGTGGCTGCTCTTTTTTCTGGTGACTGCCATTC^ 

AGGTGCAGAAAATGCTTTTAAAGTGAGACTTAGTATCAGAACAGCTCTGGGAGATAAAGCAT 
ATGCCTGGGATACCAATGAAGAATACCTCTTGAAAGCGATGGTAGCTTTCTCCATGAGAAAA 
GTTCCCAACAGAGAAGCAACAGAAATTTCCCATGTCCTACTTTGGAATGTA^ 
ATCATTCTGGTTTGTGGTTACAGACCCTTCAAAAAATCACACCCTTCCTGCTGT^ 
AATOU3CC»TAAGAATGAACAAGAACC^ 
m CTGGAATTTTTAAAAATCCCTTCCA(^CTTGCACCAC^ 
GATTATTATATTTGGTGTGATATTTTGCATCATCATAGTTGCAATTG 
CAGGGATCTGGCAACGTAGAAGAAAGAACAAAGAACCATCTGAAGTGGATGACGCTGAAGAT 
AAGTGTGAAAACATGATCACAATTGAAAATGGCATCCCCTCTGATCCCCTGGACATGAAGGG 
GGGCATATTAATGATGCCTTCASGaCAGAGGATGAGAGGCTCACCCCTCTCTGAAGGGCTGT 
TGTTCTGCI^CCTCAAGAAATTAAACATTTGTTTCTGTGTGACTGCTGAGCATCCTGAAATA 
CCAAGAGCAGATCATATATTTTGTTTC^CCATTCTTCTTTTGTAATAAATTTTGAATGTGCT 
TGAAAGTGAAAAGCAATCAATTATACCCACCAACACCACTGAAATCATAAGCTATTCACGAC 
TCAAAATATTCTAAAATATTTTTCTGACAGTATAGTGTATAAATGTGGTCATGTGGTATTTG 
TAGTTATTGATTTAAGCATTTTTAGAAATAAGATCAGGCATATGTATATATTTTCACACTTC 
AAAGACCTAAGGAAAAATAAATTTTCCAGTGGAGAATACATATAATATGGTGTAGAAATCAT 
TGAAAATGGATCCTTTTTGACGATCACTTATATCACTCTGTATATGACTAAGTAAACAAAAG 
TGAGAAGTAATTATTGTAAATGGATGGATAAAAATGGAATTACTCATATACAGGGTGGAATT 
TTATCCTGTTATCACACCAACAGTTGATTATATATTTTCTGAATATCAGCCCCTAATAGGAC 
AATTCTATTTGTTGACCATTTCTACAATTTGTAAAAGTCCAATCTGTGCTAACTTAATAAAG 
TAATAATCATCTCTTTTTAAAAAAAAAAAAAAAAAAAAAAAAAA 
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ML WLLFFL VTA I HAELCQPGAENAFKVRLS I RTALG DKAYAW DTN EE YL FKAMVAFSMRKVP 

nreatbishvijx:nvtqrvsfwfvvtdpsknhtlpavevqsairmnknriiinaffijiw 

ra^PSTIAPPMDPSVPIWIIIFOTFCIIIVAIAIJ,ILSGIWQ 
ENMITIENGIPSDPLDMKGGILMMPS 



WO 00/73454 



PCT/DS00/08439 



279/330 



AACTCAAACTCCTCTCTCTGGGAAAACGCGGTGCTTGCTCCTCCCGGAGTGGCCTTGGCAGG 
GTGTTGGAGCCCTCGGTCTGCCCCGTCCGGTCTCrrGGGGCCAAGGCTGGGTTTCCXn^CMSrr 
ATGGCAAGAGCTCTACTCGTGCGGTGCTTCTTCTCCTTGXX^ 
CCTATAGCAGeTGTGGAAATTOATACCTCeCGGGTGC^ 

TCGGTTAAAATGCACTTTCTCCAGCTTTGCCCGTGTGGGTGATGGTCTAACAGTGAGCTGGA 
ATTTTCGTCCTCTAGACGGGGGACCTGAGC^GTTTGTATTCTACTACCACATAGATCCCTTC 
h CAACCCATGAGTGGGCGGTTTAAGGACCX5GGTGICTTGG 
TGCCTCCATCCTTCTCTGGAAACTGCAGTTCG^ 

AGAACCCACCTGATGTTGATGGGGTGATAGGGGAGATCCGGCTCAGCGTCGTGCACACTGTA 

CGCTTCTCTGAGATCCACTTCCTGGCTCTGGCCATTGGCTCTGCCTGTGCACTGATGATCAT 

AATAGTAATTGTAGTGGTCCTCTTCCAGCATTACCGGAAAAAGCGATGGGCCGAAAGAGCTC 

ATAAAGTGGTGGAGATAAAATCAAAAGAAGAGGAAAGGCTCAACCAAGAGAAAAAGGTCTCT 

GTTTATTTAGAAGACACAGAC^raAGAATTTTAGATGGAAGCTGAGATGATTTCCyUVGAACAA 

GAACCCTAGTATTTCTTGAAGTTAATGGAAACTTTTCTTTGGCTTTTCCAGTTGTGACCCGT 

TTTCCAACCAGTTCTGCAGCATATTAGATTCTAGACAAGCAACACCCCTCTGGAGCCAGCAC 

AGTGCTCCTCCATATCACCAGTCATACACAGCCTCATTATTAAGGTCTTATTTAATTTCAGA 

GTGTAAATTTTTTCAAGTGCTCATTAGGTTTTATAAACAAGAAGCTACATTTTTGCCCTTAA 

GACACTACTTACAGTGTTATGACTTGTATACACATATATTGGTATCAAAGGGGATAAAAGCC 

AATTTGTCTGTTACATTTCCTTTCACGTATTTCTTTTAGCAGCACTTCTGCTACTAAAGTTA 

ATGTGTTTACTCTCTTTCCTTCCCACATTCTCAATTAAAAGGTGAGCTAAGCCTCCTCGGTG 

TTTCTGATTAACAGTAAATCCTAAATTCAAACTGTTAAATGACATTTTTATTTTTATGTCTC 

TCCTTAACTATGAGACACATCTTGTTTTACTGAATTTCTTTCAATATTCCAGGTGATAGATT 
TTTGTCG 
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FIGURE 280 

MYGKSSTRAVLLLLGIQLTALWPIAAVEIYTSRVLE1AVNGTDARLKCTFSSFAPVGDALTVT 
WNFRPLDGGPEQFVETYHIDPFQPMSGRFKDRVSWDGNPERYDASILLWKLQFDDNGTYTCQ 
VKNPPDVDGVIGEIRLSWHTVRFSEIHETAIJLIGSACA^ 
AHKWEIKSKEEERLNQEKKVSVYLEDTD 
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GCATTTTTGTCTGTGCTCCCTGATCOTCAGGTCACXIACC^SAAGTTCTTAGCAGTCCTGGT 

ACTCOTGGGAGTTTCCATCTTTCTGGTCTCTGCCCAGAATCCGACAACAGCTGCTCCAGCTG 

ACACGTATCCAGCTACTGGTCCTGCTGATGATGflAGCCCCTGATGCTGA^ 

GCAACCACTGCGACCACTGCTGCTCCTACCACTGCAACCACCGCTGCTTCTACCACTGCTCG 

TAW^GACATTCCAGTTTTACCCAAATGGGTTGGGGATCTCCCGAATGGTAGAGTGTGTCCCS 

^GATGGAATCAGC^TGAGTCTTCTGCAATTGGTCACAACTATTCATGCTTCCTGTGATTTC 

ATCCAACTACTTACCTTGCCTACGATATCCCCTTTATCTCTAATCAGTTTATTTTCTTTCAA 

ATAAAftAATAACTATGAGCAACATAAAAAAAAAAAAA 
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282/330 

FIGURE 282 

MKFIAVLVLLGVSIFLVSAQNPTTAAPADTYPATGPADDEAPDAETTAAATTATTAAPTTAT 
TAASTTARKDI PVLPKWVGDLPNGRVCP 
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GGACTCTGAAGGTCCCAAGCAGCTGCTGAGGC^ 

CTAGGGGTCTGGATTTGCTGGTTAACAAGATAACCTGAGGGCAGGACCCCATAGGGGA^SgC 
TACCTCCTGCCCTTCCACCTGCCCTGGTGTTCACGGTGGCCTGGTCCCTCCTTGCC6AGAGA 
GTGTCCTGGGTCAGGGACGCAGAGGACGCTCACAGACPCaMK 

ACTTGGCAAGGTCCAGCGATGGTCCGGAGTCCACACACAGACTGGCGGCAGGGGAGGAGGGG 
GACAGTTCTGTTGTGCTTGGTTGGACAGTAAGAGGGTCTTGGCCAGTCCAGGGTGGGGGGCG 
4 GCiUiACTCCATAAAGAACCAGAGGGTCTGGGCCCCGGCCACAGAGTCATCTGCCCAGCTCCT 
CTGCTGCTGGCCAGTGGGAGTGGGACGAGGTGGGGCTTTGTGCCAGIBftAACCACAGGCTGG 
ATTTGCCTGCGGGCCATGGTCCCTGTCTAGGGCAGCAATTCTCAACCnTCT 
CCCCAAAGAGCOTTCATTGTATCTATTGATTTTTACCACATTAGCAATTAABACTGAGAAAT 
GGGCCGGGCACGGTGGCTCACGCCTGTAATCCCAGCACTTTGGGAGGCCGAGGCGGGTGGAT 
C^CCTGAGATCAGGAGTTCAAGACCAGCCTGGCCAACATGGTGAAACCTTGTCTACTAAAAA 
TACAAAAAATTAGCCAGGCACAGTGGTGTGCACTGGTAGTCCCAGTTACTCGGGAGGCTGAG 
GCAGGAAAATCGCTTGAACCCAGGAGGCGGACGTTGCGGTGAGCCGAGATCGCGCCGCTGAT 
TCCAGCCTGGGCGACAAGAGTGAGACTCCATCTCACACA 
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FIGURE 284 

MLPPALPPALVFTVAWSLLAERVSWVRDAEDAHRLQPFVTERTLGKVQRWSGVHTQTGGRAG 
GGQ FCCAWL DS KRVLAS PG WGAAN S I KN QRVWAPAT E S SAQLLCCW PVGVARGGALCQ 
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FIGURE 285 

GTCfcI9CCAGTGCCTGCTCrGTGCCTGCTCTG6^ 

GO^CCCCATGGGCGGCCCAGAACTGGCACAGCATGAGGTVGCTGACCCTGCTCTTCCATGG 

GJMXCTGCAGCTGGGCCAGGeCCTCAACTO 

AG^CAGGAACAGCCTGGGTCTCTATGGCCGCAC^ 

CGGGGCCGGGATGCAGCCCAGGAACTTCGGGCAAGCCTCT 

TATTCTGCAGCTGCAGGCAGAGGCCACAGCT 

m AGGTGCTACGGGACAGCGTGCAGCGGCTAGAAGTCCAGCTGAGGAGCGCCTGGCTGGGCCCT 
GCCTACCGAGAATTTGAGGTCTTAAAGGCTCAC^TGA 
CCTCACAGGCCACGTGCAGCGGCAGAGGCGGGAGATGGTGGCAOV^ 
AGAXCCAGGAGAGACTCCAGACAGCGGCGCTCCCAGCC^Sl^TCT 

GACCAATCATGCTGCAAGGAAC!ACTTCCACGCCCCGTGAGGCCCCTGTGCAGGGAGGAGCTG 

CCTGTTCaCTGGGATCAGCCAGGGCGCCGGGCCCCACTTCTGAGCACAGAGCAGAGAC^ 

GCAGGCGGGGACAAAGGCAGAGGATGTAGCCCCATTGGGGAGGGGTGGAGGAAGGACATGTA 

CCCTTTCATGCCTACACACCCCTCATTAAAGCAGAGTCGTGGCATTTCAAAAAAAAAAAAAA 

AAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 286 

MFVPMiCLLWALAMVTRPASAAPMGGPBI^ 

AIWSLGLYGRTIELLGQEVSRGRDAAQELRASLLETQMEEDILQLQAEATAEVLGEVAQAQK 

VLRDSVQRLEVQLRSAWLGPAYREFEVLKAHADKQSHILWALTGHVQRQRREMVAQQHRLRQ 
IQERLHTAALPA 
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GGCAAC^SSGCTCAGCAGGCTTGCCCCAGAGCCATGGCAA^ 
CCTGGTGATCACCTTACTCCTGGAC^ 

AGCACAGCAAACGTCGAGTGAGAGACAAGGATGGAGATCT^ 
TGGACAGAAGTCAATGKXTTGAAGGAAATTCAAGCCC^ 
TAAAGTTCACAAGAAATGCTACCTT^ 
AAGACTGCATTTCCAAAGGAGGAATCCTGGTC 
4 CTCCAAGACTATGGTAAAAGGAGCCTGCCAGGTGTGAA 
CATGGTCACGGAAGGCAAGTTTGTTGACCT 
ACCGTGCACAGCCTAACGGTGGGAAGCGAGA 
GGCAAGTGGAGTGATGAGGCCTGTCGCAGCAGCAAGAGA 
TAAAragGTCTTTCTCCAATGTGTCCTCCAAGCAAGATTCATCATAACT 
TCTCTAAGATCAAGTAAAAATCATAATTTTTACTTATTAAAAAATTGCAAC^ 
GTCCATAGCAATATGATAGCATCAGCCAATTTTGCTAACACTkTTTCTTTGG 
TCCTGGGGTATAGGGGATCAGAAATATTGATCC^TGTGCACGCAGATAAAATGGCTTCTGCT 
AAACAGACTAAAATCTTTCTCTCTAGTCTTTCTCACTTGTACAAACCCAGTTTGTTTTCAAA 
AAATCACAGTAGCAATGCAACTCATCACTCTAGAAAAGCAAGCTTAGGCTACCTGAAAGATT 
TTCCCTTGGAAGTTTAGCGTATGTTTGACTAACAAAAATTCCCTACATCAGAGACTCTAGGT 
GCTATATAATCCAAAAACTTTTCAGCCTGTTGCTCATTCTGTCCCATGCTGGCAATAATACC 
TTGTCAGCCCATTACCCTTATTTTGAATTGCTCCATCTCCTGGTGGGACTTGTATCTTGTCT 
GCCATATCAGAACACAAACCCCTGAAGAGGTTCTGATTTGATTTTTTTTTTTTCTTCATGCC 
TACCCTTTTTTTGGAAGTTTCCAGCCGCAATTTGAAATGAAATGACAAGGTGTATATTTGAT 
CAATTTTCATTCCCACCATTGCATTACAACCTCTAACTTAAATGGGTAACCCTAAGGCATAT 
CAAAGAAGCAGATTGCATGATAAACGGAAATAGAAAAAAAGAACCTACATTTATTTTGCTTT 
AGCATCCTTACTCTCACCTTTTATGAGATTGAGAGTGGACTTAOVTTTCCTTTTTTACATTT 
TCGTATATTTATTTTTTTTAGCCATCATTATATGTTTAAGTCTATTATGGGCAACCAATCTT 
TGGAAGCTGAAAACTGAATTTAAAGAATGCTATCTTGGAAAATTGCATACGTCTGTGCAATT 
TTTTATTCTGCCTAGTGCTATTCTGCTTGTTTAACTAGATTGTACAAAATAACTTCATTGCT 
TAATATCAAATTACAAAGTTTAGACTTGGAGGGAAATGGGCTTTTTAGAAGCAAACAATTTT 
AAATATATTTTGTTCTTCAAATAAATAGTGTTTAAACATTGAATGTGTTTTGTGAACAATAT 
CCCACTTTGCAAACTTTAACTACACATGCTTGGAATTAAGTTTTAGCTGTTTTCATTGCTCA 
ATAATAAAGCCTGAATTCTGATCAATAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 28 8 

MAQQACPRAMAKNGLVICILVITIJJiDQTTSHTSRLKARKHSKRRVRDKIXSDLKTQIEKLWT 
EVNALKEIQALQTVCLRGTKVHKKCYLASEGLKHFHEANEDCISKGGILVIPRNSDEINALQ 
DYGKRSLPGVNDFWLGINDMVTEGKFVDVNGIAISFLNWDRAQPNGGKRENCVLFSQSAQGK 
WSDEACRSSKRYICEFTIPK 
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GCGAGGACCGGGTATAAGAAGCCTCGTGGCCTTGCCCGGGCAGCCGCAG6TTCCCCGCGCGC 
CCCGAGCCCC^GCGCCMSAAGCTCGCCGCCCTCCTGGGGCTCTGCGTGGGCCTGTCCTGCA 
GCTCCGCTGCTGCTTTCTTAGTGGGCTCGGCCAAGCCTGTGGCCCAGCCTGTCGCTGCGCTG 
GAGTCGGCGGCGGAGGCCGGGGGCGGGACCCTGGCCAAC(XCGTCGGCACCCTGAACCCGCT 
GAAGCTCCTGCTGAGCAGCCTGGGCATCCCCGTGAACCACCTCATAGAGGGCTCCCAGAAGT 
GTGTGGCTGAGCTGGGTCCCCAGGCCGTGGGGGCCGTGAAGGCCCTGAAGGCCCTGCTGGGG 
t GCCCTGACAGTGTTTGGCIK&GCCGAGACT 
CACCCGCGAGGGCTGAAAACCCCGCCGCGGGGAGGACCGTCCATCCCCTTCCCCCGGCCCCT 
CTCAATAAACGTGGTTAAGAGCAAAAAAAAAAAAAAAAAAAAAAAARAAAAAAAAAAAAAAA 
AAAAAAAAAAAA 
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F IGTOg 29 0 

MKLAALLGLCVALSCS SAAAFLVGSAKPVAQPVAALESAAEAGAGTLAN PLGTLN PLKLLLS 
SLGIPVNHLIEGSQKCVAELGPQAVGAVKALKALLGALTVFG 
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TGAAGGACTTTTCCAGGACCC^GGCCACACACTGGAAGTCTTGCAGCTGAAGGGAGGCACT 
CCTTGGCCTCCGCAGCCGATCJU^^gAAGGTGGTGCC^GTCTCCTGCTCTCCGTCCTCCTG 
GCACAGGTGTGGCTGGTACCCGGCTTGGCCCCCAGTCCTCA6TC6CCAGAGACCCCA6CCCC 
TCAGAACCAGACCAGCAGGGTAGTGCAGGCTCCCAGGGAGGi^GAGGAAGATGAGCAGGAGG 
CCAGCGAGGAGAAGGCCGGTGAGGAAGAGAAAGCCTGGCTGATGGCCAGCAGGCAGCAGCTT 
GCCAAGGAGACTTCy\AACTTCGGATTCAGCCTGCTGCGAAAGATCTCCATGAGGGAC 
CAACATGGTCTTCTCTCCATTTGGCATGTCCTTGGCCATGA€AGGCT^ 
CAGGGCCGACTGAAACCCAGATCAAGAGAG^CTCCACTTGCAGGCCCTGAAGCCC^ 
CCCGGGCTCCTGCCTTCCCTCTTTAAGGGACTCAGAGAGACCCTCTCCCGCAACCTGGAACT 
GGGCCTCTCACIAGGGGAGTTTTGCCTTCATCCACBAGGATTTTGATGTC^ 
* TCAATTTATCCAAGAGGTATTTTGATACAGAGTGCGTGCCT^ 
GAGGCCWVAAGGCTCATGAATCATTACATTAACAAM 

GTTTGATGAGATTAATCCTGAAACCAAATTAATTCTTGTGGATTACATCTTGTTCflAAGGGA 

AATGGTTGACCCCATTTGACCCTGTCTTCACCGAAGTCGACACTTTCCACCTGGACAAGTAC 

AAGACCATTAAGGTGCCCATGATGTACGGTGCAGGCAAGTTTGCCTCCACCTTTGACAAGAA 

TTTTCGTTGTCATGTCCTCAAACTGCCCTACCAAGGAAATGCCACCATGCTGGTGGTCCTCA 

TGGAGAAAATGGGTGACCACCTCGCCCTTGAAGACTACCTGACCACAGACTTGGTGGAGACA 

TGGCTCAGAAACATGAAAACCAGAAACATGGAAGTTTTCTTTCCGAAGTTCAAGCTAGATCA 

GAAGTATGAGATGCATGAGCTGCTTAGGCAGATGGGAATCAGAAGAATCTTCTCACCCTTTG 

CTGACCTTAGTGAACTCTCAGCTAGTGGAAGAAATCTCCAAGTATCCAGGGTTTTACGAAGA 

ACAGTGATTGAAGTTGATGAAAGGGGCACTGAGGCAGTGGCAGGAATCTTGTCAGAAATTAC 

TGCTTATTCCATGCCTCCTGTCATCAAAGTGGACCGGCCATTTCATTTCATGATCTATGAAG 

AAACCTCTGGAATGCTTCTGTTTCTGGGCAGGGTGGTGAATCCGACTCTCCT ATAA TTCAGG 

ACATGCATAAGCACTTCGTGCTGTAGTAGATGCTGAATCTGAGGTATCAAACACACACAGGA 

TACCAGCAATGGATGGCAGGGGAGAGTGTTCCTTTTGTTCTTAAC3PAGTTTAGGGTGTTCTC 

AAATAAATACAGTAGTCCCCACTTATCTGAGGGGGATACATTCAAAGACCCCCAGCAGATGC 

CTGAAACGGTGGACAGTGCTGAACCTTATATATATTTTTTCCTACACATACATACCTATGAT 

AAAGTTTAATTTATAAATTAGGCACAGTAAGAGATTAACAATAATAACAACATTAAGTAAAA 

TGAGTTACTTGAACGCAAGCACTGCAATACCATAACAGTCAAACTGATTATAGAGAAGGCTA 

CTAAGTGACTCATGGGCGAGGAGCATAGACAGTGTGGAGACATTGGGCAAGGGGAGAATTCA 

CATCCTGGGTGGGACAGAGCAGGACGATGCAAGATTCCATCCCACTACTCAGAATGGCATGC 

TGCTTAAGACTTTTAGATTGTTTATTTCTGGAATTTTTCATTTAATGTTTTTGGACCATGGT 

TGACCATGGTTAACTGAGACTGCAGAAAGCAAAACCATGGATAAGGGAGGACTACTACAAAA 

GCATTAAATTGATACATATTTTTTAAAAAAAAAAAAAAAAAAA 
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FIGURE 292 

MKWPSLLLS VLLAQVWLVPGLAPS PQS PET PAPQNQTS R WQAPREEEEDEQEASEEKAGE 
EEKAWIMASRQQIAKETSNFGFSIJ^ISMRJiDGN^ 

KRGLHLQALKPTKPGIJiPSLFKGLRETLSPJJLELGLSQGSEaFIHKpFDVKETFFl^SKRYF 
WECVPMNFWJASQAJOILMNHYINKETRGKIPKLFDEINPETKLILVDYILFKGKWLTPFDP 
VFTEVOTFHLDKYKTIKVPMMYGAGKF1^TFDKNFRGHVIJ(LPY 

ALEOYLTTDLVETWIJRNMKTRNMEVFFPKFKLOQKYEMHELIJtQMGIRRIF 

» T< 5RNI<JVSRVLRRTVIEVDERGTEAYaGIMEITAYSMPPVIKVDRPFH^ 
LGRWNPTLL 
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CTGGGATO^CACTGCAGCTCCCTGW 

GftGGCTCCTCCTGGTCACCAGCCTGGTGGTTGTGCTGCTGTGGGAGGCAGGTGCAGTCCCAG 
CACCCAAGGTCCCTATCAAGATGCAM 

GCCTGGGGCGGCCGTGTGGTGGAGCCTCCX^aGAAGGACGACCAGCTGGTGGTGCTGTTCCC 

TGTCCAGAAGCCGAAACTCTTGACCACCGAGGAGAAGCC^GAGGTCA 

TCCTTCOUaX3KXAAGGCCTGGATGGAG^ 

GAGCCCGACCATGACAGCCTGTACGACGCT(^GCCTGAGGAGGACCAGGGGGAGGAGAGG 
CQ3GTTGTGGGTGATGCCSUUITCACCAGCTGCT 

TCTACCACCCCCAGSftSGGCTCCAGGGGCCATCACTGCCCCCGCCCTGTCCCAAGGCCC^ 

CTGTTGGGACTGGGACCCTCCCTACCCTGCCCCAGCTAGACAAATAAACCCCAGCAGGCAAA 
AAAAAAAAAAAAAAAA 
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MRRIJJ.VTSLVVVIJ i WEAGAVPAPKVPIKMQVKH^^ 

FPVQKPKLLTTEEKPRGQGR6PILPGTKAWMETBDTL6RVLSPEPDHDSLYHPPPBEDQ6EB 
RPRLWVMPNHQVLLGPEEDQDHIYHPQ 



* 



WO 00/73454 



PCT/DS00/08439 



295/330 



AGAAAGCTGCACTCTGTT6AGCTCCAGGGCGCAGTG6AGG6AGGGAGTGAAGGAGCTCTCTG 

TACCCAAGGAAAGTGC^GCTGAGACTCAGACAAGATTACAjy^ 

TGTTTCTCATAGCGfcCCACCAGAGGATGG^ 

TGGACCTGTTCTTCGTCTCCATCOT^ 

TAGTGCATTTGATGGCCTGTATTTTCTCCGCACTGAGAATGGTGTTATCTACCAGACGTTCT 
GTGACATGACXITCTGGGGGTGGCGGCTGGACCCTGGTGGCCAGCGTGCATGAGAATGACATG 
m CGTGGG^GTGCACGGTGGGCGATCGCTGGTCCAGTCAGCAGGGC^ 
AGAGGGGGACGGCAACTGGGCCAACTACAACACCTTC 
ATGACTACftAGAACCCTGGCTACTACGACATCCAGGCaSAGGACCT 

CCCAATAAGTCCCCCATGCAGCACTGGAGAAACAGCTCCCTGCTGAGGTACCGCACGGACAC 
TGGCTTCCTC(^GACACTGGGACATAATCTGTTTGGCATCTACCAGAAATATCCAGTGAAAT 
ATGGAGAAGGAAAGTGTTGGACTGACAACGGCCCGGTGATCCCTGTGGTCTATGATTTTGGC 
GACGCCCAGAAAACAGCATCTTATTACTCACCCTATGGCCAGCGGGAATTCACTGCGGGATT 
TGTTCAGTTCAGGGTATTTAATAACGAGAGAGCAGCCAACGCCTTGTGTGCTGGAATGAGGG 
TCACCGGATGTAACACTGAGCATCACTGCATTGGTGGAGGAGGATACTTTCCAGAGGCCAGT 
CCCCAGCAGTGTGGAGATTTTTCTGGTTTTGATTGGAGTGGATATGGAACTCATGTTGGTTA 
CAGCAGCAGCCGTGAGATAACTGAGGCAGCTGTGCTTCTATTCTATCGTT^GAGTTTTGTG 
GGAGGGAACCCAGACCTCTCCTCCCAACCATGAGATCCCAAGGATGGAGAACAACTTACCCA 
GTAGCTAGAATGTTAATGGCAGAAGAGAAAACAATAAATCATATTGACTCAAGAAAAAAA 
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FIGURE 

^Q^SFLLEXIATTRGWSTDEANTYFKEWTCSSSPSLPRSCKEIKDECPSAPIXILYFLRTEN 

GVIYQTrcDMTSGGGGWTLVASVHENDMRGKCTVGDRWSSQQGSKADYPEGDGNWANYNTFG 

SAEAATSODYKNPGYYDIQAKDLGIWHVPNKSPMQHWRNSSLLRYRTDTGFLQTLGHMLEX3I 

YQ^PVKYGEGW^WTDNGPVIPVVYDFGDAQKTASYYSPYGQREFTAGFVQFRVFNNERAAN 

AIK^VGMRVTGCNTBHHCIGGGGYFPEASPQQCGDFSGEDWSGYGTHVGYSSSRBITBAAVLL 
FYR 
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GCGGAGCCGGCGCCGGCTGCGCAGAGGAGCCGCTCTCGC^ 
CACGAGGCTGCCGCATCCTGTCCCTCG^ 

CGCTGCTCCTGGGGACGCTGCAGGTGCTAGCGCTGCTGGGGGCCGGCCATGAAAGCGCAGeC 
ATGGCGGCATCTGCAAACATAGAGAAT^ 

AGA6ACTCTCCAACATGTGCCTTCT<»CCATACAAATGAAACTT^^ 
C»CCAACTTCAGTTGCCT(»G^ 

M GCATCTAATACAACAACACGAGGGATGGTCTC^CAAATA 
TACAOXSUUkACAAC^GTGTTTCACAGAACACATCTG^ 

TAACCC^CAATAGTTCAGTGACATCTGCTGGTTCATGAGTAACAATGACaACAACTATGCAT 
- TCTGAAGCAAAGAAAGGATCAAAATTTGATACTGGGAGCTTTGTTGGTGGTATTGTATTAAC 
GCTGGGAGTTTTATCTATTCTTTACATTGGATGCAAAATGTATTACTCAAGAAGAGGCATTC 
GGTATCGAAC(aTAGATGAACATGATGCCATCATT3ESS/3GAAATCCATGGAGC^^ 
ATACAGATTGATGCTGCCCTATCAATTAATTTTGGTTTATTAATAGTTTAAAACAATATTCT 

ctttttgAaaatagtataaacaggccatgcatataatgtacagtgtattacgtaaa™ 

AAGATTCTTCAAGGTAACAAGGGTTTGGGTTTTGAAATAAACATCTGGATCTTATAGACCGT 
TCATACAATGGTTTTAGCAAGTTCATAGTAAGACAAACAAGTCCTATCTTTTTTTTTTGGCT 
GGGGTGGGGGCATTGGTCACATATGACCAGTAATTGAAAGACGTCATCACTGAAAGACAGAA 
TGCCATCTGGGCATACAAATAAGAAGTTTGTCACAGCACTCAGGATTTTGGGTATCTTTTGT 
AGCTCACATAAAGAACTTCAGTGCTTTTCAGAGCTGGATATATCTTAATTACTAATGCCACA 
CAGAAATTATAOyvrCAAACTAGATCTGAAGCATAATTTAAGAAAAACATCAACATTTTTTG 
TGCTTTAAACTGTAGTAGTTGGTCTAGAAACAAAATACTCC 
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MGI£ARGAWAALIJ,GTLQVIJU^LGAAHESAAMAASANI 

TNETSNSTVKPPTSVASDSSNTTVTTMKPTAASNTTTPGMVSTNMTSTTLKSTPKTTSVSQN 

TSQISTSTMTWHNSSVTSAASSVTITTTMHSEAKKGSKFDTGSFVGGIVLTLGVLSILYIG 
CKMYYSRRGIRYRTIDEHDAII 
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CAGCC^GGTCCCAAGCCTGTGCCTGAGCCTGZU^CTGAGC^GAGCCCGAGCCGGGAGGCGG 
TCGCGGGGGCTCC^GGCTGTGGGACCGCTGGGCCCOIAGCGMSSGC^ 
OTCTTCGGCTTGGCTOTTGCTCaGCCT 
GQUaCTGTCAGACGCCGCGAAGAATTTCGAGGATGTCAGATGT^ 

ATAAAGAAAATTCTGGGCATATTTATAATAAGAACATATCTCAGAAAGATTGTGATTGCCTT 

CATGTTGTGGAGCCCATGCCTGTGCGGGGGCCTGATGTAGAAGGATACTGTCTACGCTGTGA 

t ATGCAAATATGAAGAAAGAAGCTCTGTCACAATCAAGGTTACCATTATAATTTATCTCTCCA 
TTTTGGGCCTTCTACTTCTGTA^ 

CGCCTCTTTGGACATGCACAGTTGATACAGAGTGATGATGATATTGG^GAT^ 

TGCAAATGCACACGATGTGCTAGCCCGCTCCCGCAGTCGAGCCAACGTGCTGAACAAGGTAG 

AATATGCACAGCAGCGCTGGAAGCTTCAAGTCCAAGAGCAGCGAAAGTCTGTCTTTGACCGG 

CATGTTGTCCTCAGCraA^TGGGAATTGAATTCAAGGTGACTAGAAAGAAACAGGCAGACAA 

CTGGAAAGAACTGACTGGGTTTTGCTGGGTTTCATTTTAATACCTTGTTGATTTCACCAACT 

GTTGCTGGAAGATTCAAAACTGGAAGCAAAAACTTGCTTGATTTTTTTTTCTTGTTAACGTA 

ATAATAGAGACATTTTTAAAAGCACACAGCTCAAAGTCAGCCAATAAGTCTTTTCCTATTTG 

TGACTTTTACTAATAAAAATAAATCTGCCTGTAAATTATCTTGAAGTCCTTTACCTGGAACA 

AGCACTCTCTTTTTCACCACATAGTTTTAACTTGACTTTCAAGATAATTTTCAGGGTTTTTG 

TTGTTGTTGTTTTTTGTTTGTTTGTTTTGGTGGGAGAGGGGAGGGATGCCTGGGAAGTGGTT 

AACAACTTTTTTCAAGTCACTTTACTAAACAAACTTTTGTAAATAGACCTTACCTTCTATTT 

TCGAGTTTCATTTATATTTTGCAGTGTAGCCAGCCTCATCAAAGAGCTGACTTACTCATTTG 

ACTTTTGCACTGACTGTATTATCTGGGTATCTGCTGTGTCTGCACTTCATGGTAAACGGGAT 

CTAAAATGCCTGGTGGCTTTTCACAAAAAGCAGATTTTCTTCATGTACTGTGATGTCTGATG 

CAATGCATCCTAGAACAAACTGGCCATTTGCTAGTTTACTCTAAAGACTAAACATAGTCTTG 

GTGTGTGTGGTCTTACTCATCTTCTAGTACCTTTAAGGACAAATCCTAAGGACTTGGACACT 

TGCAATAAAGAAATTTTATTTTAAACCCAAGCCTCCCTGGATTGATAATATATACACATTTG 

TCAGCATTTCCGGTCGTGGTGAGAGGCAGCTGTTTGAGCTCCAATATGTGCAGCTTTGAACT 

AGGGCTGGGGTTGTGGGTGCCTCTTCTGAAAGGTCTAACCATTATTGGATAACTGGCTTTTT 

TCTTCCTATGTCCTCTTTGGAATGTAACAATAAAAATAATTTTTGAAACATCAA 



WO 00/73454 



PCT/US00/08439 



300/330 



MATLWGGLLRLGSIJiSLSCIJ^SVLLLAQLSDAAKNFEDVRCKCICPPyKENSGHIYNKNIS 
QKDCDCIJIVVEPMPyRGPDVEAYCXRCECKYra^ 

VEPILKRRLFGHAQLIQSDDDIGDHQPFANAHDVLARSRSRANVLNKVEYAQQRWKLQV 
RKSVFDRHWLS 
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GCACCTGCGACCACCGTGAGCAGTCMSGCGTACTCCACAGTGCAGAGAGTCGCTCTGGCTT 

CTGGGCTTGTCCTGGCTCTGTCGCTGCTGCTGCCCAAGGCGTTCCTGTCCCGCGGGAAGCGG 
CAGGAGCCGCCGC<^CACCTGAAGGAAAATTGGG^ 

CCAGGCACCCTCA6ATGGCCAGACTCCTGGGGCTGGTTTCCAGAGGTCTCACCTTGCCGAGG 
CATTTGCA7UV66CCAAAG6AT(^66TGGA66T6CTGGAG6AGGAG6TAGTGGAAGAGGTCTG 
ATGGGGCAGATTATTCCAATCTACG6TTTTGGGATTTTTTTATATATACTGTACATTCTATT 
m TAAGGTAAQTAGAATCATCCTAATCATATTACATCAAK&AAATCTAATATGGCGATAAAAA 
TCATTGTCTACATTAAAAOTCTTATAGTTCATAAAATTATTTO^TC 
AAXCCTGCCTCCTCTTGATGAGGTACTTAGGATAGCCATC 

TTTACTCAATGTTTAAGTGTTTTGCCCCAflftATTCACAACTAACAAGGCAGAACTAG^ 
GAACATGGATCTTTTGGTTCTTAATCCAGTGAGTGATACAATTCAATGCACTCCCCTGCCA 
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FIGURE 302 

^^SWQRVALASGLVLftLSLLLPKAFLSRGKRQBPPPTPEGKLGRFPPbMHHHQAPSDGQT 

PGARFQRSHLAEAET^K^GSGGGAGGGGSGRGLMGQIIPIYGFGIFLYILYILFKVSRIILI 
ILHQ 
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CGGCTCGAGTGCAGCTGTGGGGAGATTTCAGTGCATTGC^^ 
GGftTTTGAAAGTTGAGACX^GQMamTGCCCACTGAAACI^ 
TGGATTATTCOTGGGCCPGAftTGACnTGAATGTTTGCCCGCCT 
GGTGATTCAGCTCTGATGGGATGTGTTTTCCAGAGCAC^GA^ 

AGACTGGACTCTGTCACCAGGAGAGCACGCCRAGGACGAATATGTGCTATACTATTACTCCA 

ATCTCAGTGTG(XTATTGGGCGCTTCCAGAACCGCGTACACTTGATGGGGGACATCTTATGC 

m AATGATGGCTCTCTCCTGCTCCAAGATGTGCAAGAGGCTGACGAGGGAACCTATATCTGTGA 

^TCCGCCTCAAAGGGGAGAGCCAGGTGTTCAAGAAGGCGGTGGTACTGCATGTGCTTCCAG 

AGGAGCCCAAAGAGCTCATGGTCCATGTGGGTGGATTGATTCAGATGGGATGTGTTTTCCAG 

AGCACAGAAGTGAAACACGTGACCAAGGTAGAATGGATATTTTCAGGACGGCGCGCAAAGGA 

GGAGATTGTATTTC^TTACTACCACAAACTCAGGATGTCTGTGGAGTACTCCCAGAGCTGGG 

GCCACTTCCAGAATCGTGTGAACCTGGTGGGGGACATTTTCCGCAATGACGGTTCCATCATG 

CTTCAAGGAGTGAGGGAGTCAGATGGAGGAAACTACACCTGCAGTATCCACCTAGGGAACCT 

GGTGTTCAAGAAAACCATTGTGCTGCATGTCAGCCCGGAAGAGCCTCGAACACTGGTGACCC 

CGGCAGCCCTGAGGCCTCTGGTCTTGGGTGGTAATCAGTTGGTGATCATTGTGGGAATTGTC 

TGTGCCACAATCCTGCTGCTCCCTGTTCTGATATTGATCGTGAAGAAGACCTGTGGAAATAA 

GAGTTCAGTGAATTCTACAGTCTTGGTGAAGAACACGAAGAAGACTAATCCAGAGATAAAAG 

AAAAACCCTGCCATTTTGAAAGATGTGAAGGGGAGAAACACATTTACTCCCCAATAATTGTA 

CGGGAGGTGATCGAGGAAGAAGAACCAAGTGAAAAATCAGAGGCCACCTACATGACCATGCA 

CCC^GTTTGGCCTTCTCTGAGGTCAGATCGGAACAACTCACTTGAAAAAAAGTCAGGTGGGG 

GAATGCCAAAAACACAGCAAGCCTTTI^GAAGAATGGAGAGTCCCTTCATCTCAGCAGCGG 

TGGAGACTCTCTCCTGTGTGTGTCCTGGGCCACTCTACCAGTGATTTCAGACTCCCGCTCTC 

CCAGCTGTCCTCCTGTCTCATTGTTTGGTCAATACACTGAAGATGGAGAATTTGGAGCCTGG 

CAGAGAGACTGGACAGCTCTGGAGGAACAGGCCTGCTGAGGGGAGGGGAGCATGGACTTGGC 

CTCTGGAGTGGGACACTGGCCCTGGGAACCAGGCTGAGCTGAGTGGCCTCAAACCCCCCGTT 

GGATCAGACCCTCCTGTGGGCAGGGTTCTTAGTGGATGAGTTACTGGGAAGAATCAGAGATA 
AAAACCAACCCAAATCAA 
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FIGURE 304 

MFCPIJaiLLPVIiDYSIXILNDLNVSPPELTVHVGDSALMGCVFQSTEDKCIFKIDWTLSPG 

EHflKDEYVLYYYSNLSVPIGRFQNRVHLMGDILCNDGSLLLQDVQEADQGTO 

CmraCAVVIJWLPEEPKEIJIVHVGGLI(WGCVPQSTEVra 

HKr^MSVEYSQSWGHFQNRVlffiVGDIFRNDGSIMLQGVRESDGGNYTCSIHM 
IJIVSPEEPRTLVTPiUHJlPLVI^QLVIIVGI^ 

LVKNTKKTNPEIKEKPCHFERCEGEKHIYSPIIVREVIEEEEPSEKSEATYMTMHPVWPSLR 
^ SDRMNSLEKKSGGGMPKTQQAF 
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CTATGAAGAAGCTTCCTGGAAAACAATAAGCAAAG^ 

GTTCTACCCTACTAAAGACAGGAAGATCATAAACTGACAGATACTGAAATTGTAAGAGTTGG 
AAACTACATTTTGCAAAGTCATTGAACTCTGfcGCT^^ 

GGATGAAGATGGATACATCACCTTAAATATTAAAACTCGGAAACCAGCTCT^ 
GCCCTGCATCCTCCTCCTGGTGGCGTGTGATGGCTTTGATTCTGCTGATGCTGTGCGTGGGG 
ATGGTTGTCGGGCTGGTGGCTCTGGGGATTTGGTCTGTCATGCAGCGCAATTACCTACAAGA 
M TGAGAATGAAAATCGCACAGGAACTCTGGAACAATTAGGAAAGCGCTTCTGTCAATATGTGG 
TAAAACAATCAGAACTAAAGGGCACTTTCAAAGGTCATAAATGCAGCCCCTC 

TGGAGATATTATGGAGATAGCTGCTATGGGTTCTTCAGGCACAACTTAACATGGGAAGAGAG 

taagcagtactgcactgacatgaatgctactctcctgaagattgAcaaccggaacattgtgg 
agtacatcaaagccaggactcatttaattcgttgggtcggattatctcgccagaagtcgaat 

GAGGTCTGGAAGTGGGAGGATGGCTCGGTTATCTCAGAAAATATGTTTGAGTTTTTGGAAGA 

TGGAAAAGGAAATATGAATTGTGCTTATTTTCATAATGGGAAAATGCACCCTACCTTCTGTG 

AGAACAAACATTATTTAATGTGTGAGAGGAAGGCTGGCATGACCAAGGTGGAGCAACTACCT 

TAATGCAAAGAGGTGGACAGGATAACACAGATAAGGGCTTTATTGTACAATAAAAGATATGT 
ATGAATGCATCAGTAGCTGAAAAAAAAAAAAAA 
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FIGURE 306 

MQDEDGYITLNIKTRKPM,VSVGPASSSWWRVMALILLILCV<aiVVGLVaL6IWSVMQRra 
QDENENRTGTI^IJUaiFCQYVVKQSELKGTFKGHKCSPCDTNWRYYGDSCYGFFRHNLTTO 
ESKQYCTDMNATLLKIDNRNIVEYIKARTHLIRWVGLSRQKSNEVWKWEDGSVISENMFEFL 
EDGKGNMNCAYFHNGKMHPTFCENKHYliMCERKAGMTKVDQLP 
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FIGURE 307 

CC(^CGCGTCCGCX3CAGTCGCGCAGTTCTGCCTCCGCCTGCCAGTCTCGCCCGCGATCCCX5G 
CCCG<5GGCTGTGGCGTCGACTCC^ 

CGCCGGAGGAGCTCGGACGGCATGCTGAGCCCCCTCCTTTGCTGAAGCCCGAGTGCGGAGAA 
GCCXaa3GCAAACGCAGGCTAAGGAGA<X3^^ 

CGGAGGAGAAGGAGGAGGAGGCGAACCCAGAGAGGGGCAGCAAAAG^ 
CGTCGTGGCCfigSGCGGCGGCTATCGCCAGCTCG^ 
# AGCGCGAGAAATCCAACGCCTGCAAGTCT^ 

GACAAAAACAAGTTAftATGTCTTTTCCXJGGGTCAAACTCTTCGGCTCC^ 

^AGAAGACCAGAGCCTCAGCTTAAGGGTATAGTTACCAAGCTATACAGC 

ACTTGCAGCTGCAGGCGGATGGAACCATTGATGGCACCAAAGATGAGGACAGCA 

CTGTTTAACCTCATCCCTGTGGGTCTGCGAGTGGTGGCTATC(^GGAGTTC^CCAAGCT 

GTACTTGGCAATGAACAGTGAGGGATACTTGTACACCTCGGAACTTTTCACACCTGAGTGCA 

AATTCAAAGAATCAGTGTTTGAAAATTATTATGTGACATATTCATCAATGATATACCGTCAG 

CAGCAGTCAGGCCGAGGGTGGTATCTGGGTCTGAACAAAGAAGGAGAGATCATGAAAGGCAA 

CCATGTGAAGAAGAACAAGCCTGCAGCTCATTTTCTGCCTAAACCACTGAAAGTGGCCATGT 

ACAAGGAGCCATCACTGCACGATCTCACGGAGTTCTCCCGATCTGGAAGCGGGACCCCAACC 

AAGAGCAGAAGTGTCTCTGGCGTGCTGAACGGAGGCAAATCCATGAGCCACAATGAATCAAC 

G^AGCCAGTGAGGGCAAAAGAAGGGCTCTGTAACAGAACCTTACCTCCAGGTGCTGTTGAAT 

TCTTCTAGCAGTCCTTCACCCAAAAGTTCAAATTTGTCAGTGACATTTACCAAACAAACAGG 

CAGAGTTGACTATTCTAT CTGCCATTAGACCTTCTTATCATCCATACTAAAGC 
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></usr /seqdb2/sst/DNA/Dnaseqs , f ull/ss . DHA284 98 
Xsubunit 1 of 1, 245 aa, 1 atop 
><MW: 27564, pi: 10.18, NX(S/T): 1 
MAAAIASSLIRQKRQARERBKSNACKCVSSPSKGK^ 

EPQI^GIVTKLYSRQGyHLQIKJADGTIDGTKDEDSTYTLFNLIPVGLRWAIQGVQTKL 
^SECTLYTSELETPECKFKESVFENTra 

* KNKPAAHFLPKPLKVAMYKEPSLHDLTEFSRSGSGTPTKSRSVSGVLNGGKSMSHNEST 

N-glycosylation site. 

amino acids 242-246 

Glycosaminoglycan attachment site. 

amino acids 165-169, 218-222 

Tyrosine kinase phosphorylation site. 

amino acids 93-100 

H-myristoylation site. 

• amino acids 87-93, 231-237 

ATP/GTP-binding site motif A (P-loop) . 

amino acids 231-239 

HBQF/FSF family proteins 

amino acids 78-94, 102-153 
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FIGURE 309 

ccagc»tggagctggggcctgtatagccatattattgttctatgctactagacat66ggggg 
actfgotgaaaaaggtattatccagccag^ 

caacctggatattctgagaratattttgg^ 

ccatttagagtgtagcaaaggaaaaaacaccaaggttgggttccttc 

ccccagtiwsgggtgggatgagcgaatattcgcaaagctaaagtcccacacc 

aagagtggatttggcaggagtgtgccccaaaatacagtggaaaggtgcctgaagatatttaa 

accacgtcttggaaatttagtggg7cttggctttgggataggtgaagtgaggacagacactg 

gagaggagggaaaggggacgttttcaataggaggcaaaactcgagggtgggatccactgagg 

agtacataggctgctggatctggtggagccagcagtgggccgacggct 

gtggaggggggtacgtgaggggggggtctggggcttatcctcaggtcctgtgggtggggcag 

cgagtcggggcctgagcgtcaagagcatgccctagtgagcgggctcctctgggggagcccag 

cgcgctccgggcgcctgccggtttgggggtgtctcctcccggggcgctmsgcggcgctggc 

cagtagcctgatccggcagaagcgggaggtccgcgagcccgggggcagccggccggtgtcgg 

cgcago^gcgtgtgtccccgcggcaccaagtccctttgccagaagcagctcctcatcctg 

ctgtccaaggtgcgactgtgcggggggcggcccgcgcggccggaccgcggcccggagcctca 

gctcaaaggcatcgtcaccaaactgttctgccgccagggtttctacctccaggcgaatcccg 

acggaagcatccagggcaccccagaggataccagctccttcacccacttcaacctgatccct 

gtgggcctccgtgtggtcaccatccagagcgccaagctgggtcactacatggccatgaatgc 

tgagggactgctctacagttcgccgcatttcacagctgagtgtcgctttaaggagtgtgtct 

ttgagaattactacgtcctgtacgcctctgctctctaccgccagcgtcgttctggccgggcc 

tggtacctcggcctggacaaggagggccaggtcatgaagggaaaccgagttaagaagaccaa 

ggcagctgcccactttctgcccaagctcctggaggtggccatgtaccaggagccttctctcc 

acagtgtccccgaggcctccccttccagtccccctgcccccssaaatgtagtccctggactg 

gaggttccctgcactcccagtgagccagccaccaccacaacctgt 
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FIGURE 31 n 

MAAIJ^SLIRQKREVREPGGSRPVSAQRRVCPRGTKSJXQKQLLILLSKVRLCGGRPARPDR 

GPEPQIJ(GIWKLFCRQGFYLQANPDGSIQGTPEDTSSETHFNLIPVGLRVVTIQSAKLGHY 

MAMNAEGLLYSSPHFTAECRFKECVFENYYVLYASALYRQRRSGRAHYI^DKESGQVMKGNR 
VKKTKAAAHFLPKLLEVAMYQEPSLHSVPEASPSSPPAP 

Tyrosine kinase phosphorylation site: 
% amino acids i99-207 

H-nryriatoylation sites: 

amino acids 54-60, 89-95, 131-137 



HBGF/FGF family signature: 

amino acids 131-155 
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^SQCCGCGGCCATCGCTAGCGGCTTGATCG^CAGAAGCGGCAGGCGGGGGAGCAGCACTG 

GGACCGGCCGTCTGCCAGCAGGAGGCGGAGCAGCCCCAGCAAGAACCGCGGGCTCTGCAACG 
GCAACCTGGTGGATATCTTCTGCAAAGTGCG 

CGCCAAGATCCCCAGCTCAAGGGTATAGTGACCAGGTTATATTGGAGGCAAGGCTACTACTT 
GCAAATGCACCCCGATGGAGCTCTCGATGGAA^^ 

TCAACCTCATACCAGTGGGACTACGTGTTGTTGCCATCCAGGGAGTGAAAACAGGGTTGTAT 
m ATAGCCATGAATGGAGAAGGTTACCTCTACCCATCAGAACTTTTTACCCCTGAATGCAAGTT 
TAAAGAATCTGTTTTTGAAAATTATTATGTAATCTACTCATCCATGTTGTACAGAC^CA^ 
AATCTGGTAGAGCCTGGTTTTTGGGATTAflATAAGGAAGGGCAAGCTATGAAAGGGAACAGA 
GTAAAGAAAACCAAACCAGCaGCTCATTTTCTACCCAAG 

AGAACCATCTTTGCATGATGTTGGGGAAACGGTCCCGAAGCCTGGGGTGACGCCAAGTAAAA 
GCACAAGTGCGTCTGCAATAATGAATG&AGGCAAACCAGTCAAC 



WO 00/73454 



PCT/U500/D8439 



312/330 



x/usr/seqdb2/s3t/DNA/Dnaseqs .mln/ss . DNA28503 
Xsubunit 1 of 1, 247 aa f 1 stop 
><M»: 27702, pi: 10.36, NX(S/T): 2 

MAAAIASGLI RQKRQAREQRWDRPSASRRRSSPSKNRGLCNGNLVDI FSKVRI FGLKKRRLR 
RQDPQLKGIVTRLYCRQGYYLC^PDGALDGTKDDSTNSTLFNLIWGI^VVAIQGVKTGLY 
IAMNGEGYLYPSBLFTPBCKFKESVFBNYYVIYSSHLYR<X2ESGRAHFLGLNKEGQAMKGNR 
VKKTKPAAHFLPKPLEVAMYREPSLHDVGETVPKPGVTPSKSTSASAIl^GGKPVNKSKTT 



N-glycosylation site. 

amino acids 100-104, 242-246 



GUMP- and cGMP-dependont protein kinase phosphorylation site. 

amino acids 28-32, 29-33 

Tyrosine kinase phosphorylation site. . 

amino acids 199-207 

N-rayrxstoylation site. 

amino acids 38-44, 89-95, 118-124, 122-128, 222-228 



HBGF/FGF family proteins. 

amino acids 104-155, 171-198 
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GAAGGaTGCAGGACGCAGCTTTCTCCTGGAACCGAACGCy^ 
ACGAAGCmTTCTTCTGAGC^^ 

^TMACCfteJWOTAGAC^CGCGGGGGTTGGTGTGraCTGaC^ 
CTCO0CRCCCeC ^^ 

* OUm«GATTTGI6CCTArGITGaCTWU«TTGACG<aa^ 

x x zxxb&ASTTTTATTCCTTTTGGTAICAAGAIGAIGOGRTTCTCTTGTTCTTA^ 

GCTTGTGGTGCTGCTGGCTCTTC^VACTTCTTGTGGTGGCT 

GClXX3TGCftGCAflCCAGTTCBGCAAGGTGftTTT(nCTTCGGAAAAACCTC^^ 
ACCAACACACGGCTGCTGAflCCTC^^ 

GCIVCrrc<HUATCCTAaV6irrGAGTA6<^CCaTOT 

ACCTCWUaCTCTGGflACTCTTT<aCaATCGTCrea^^ 

CTGAAGGAGCTCTGGTTGCGAAACAACCCCATTGAAAGCATCCCTTCTTATGCTTTTAACAGTVATTCCT^ 

GCGCCGACTAGACrTAGGGGAATTGAAAAGACTTTCATACATCTCAGAAGGTGCCTTrGAAGGTCTGTCCAACT 

TGAGGTATTTGAACCTTGCCATGTGCAACCTTCGGGAAATCCCTAACCTCACACCGCTCATAAAACTAGATGAG 

CTGGATCTTTCTGGGAATCATTTATCTGCCATCAGGCCrGGCTCTTTCGAGGCTTTGATGCACCTTCAAAAACT 

CTCiGATGATACAGTCCCAGATTCAACTGATT<^CGGAATGCCTTTGACAACC^ 

ACXrrGGCACACAATAATCTAACATTACTGCCTCMGACCTCTO 

TTACATCACAACCCTTGGAACTGTAACTGTGACATACTGTGGCTCAG 

<^CACAGCTTGTTGTGCCCGGTGTAACACTCCTCCC^ 

ATTACTTCACATGCTATGCTCCGGTGATTCTGGAGCKCrcTGCAGACCTCAATGTCACTGAAGGCATGGCAGCT 
GAGCTGAAATGTCGGGCCTCCACATCCCTGACATCTGTATCTTGGATTACTCCAAATGGAACAGTCATGACACA 
TGGGGCGTACAAAGTGCGGATAGCTGTGCTCAGTGATGGTACGTTAAAlTrCACAAATGTAACT 
CAGGCATGTACACATGTATGGTCaun'AATTCC 

GCftACCACTACTCCTTTCTOTPACTTTTO^ 

GACCACAGATAACAATGTGGGTCCCACTCCAGTGGTCGACTGGGAGACCACCAATGTGACCACCTCTCTCACAC 

CACAGAGCACAAGGTCGACAGAGAAAACCTTCACCATCCCAGTGACTGATATAAACAGTGGGATCCCAGGAATT 

GATGAGGTCATGAAGACTACCAAAATCATCATTGGGTGTTTTGTGGCCATCACACTCATGGCTGCAGTGATGCT 

GGTCATTTTCTACAAGATGAGGAAGCAGGACCATCGGCAAAACCATCACGCCCGAACAAGGACTGTTGAAATTA 

TTAATGTGGATGATGAGATTACGGGAGACACACCCATGGAAAGCCACCTGCCCATGCCTGCTATCGAGCATGAG 
CACCTAAATCACTATAACTCATACAAATCTCC^ 

CAGTTCAGTGCATGAACCGTTATTGATCCGAATGAACTCTAAAGACAATGTACAAGAGACT 

TTTACAGAGTTACAAAAAACAAACAATCAAAAAAAAAGACAGTTTATTAAAAATGACAC^ 

ATCTACTGTTTCAAAAAAGTGTCTTTACAAAAAAACAAAAAAGAAAAGAAATTTATTTATTAAAAATTCTATTG 
TGATCTAAAGCAGACAAAAA 
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FIGURE 314 

MLNKMTIJIP(XiIMIGPRFNRMiFDPIiVVLLALQLLVVAGLVRAQTC 
VRKMIJtEVPIX5ISTNTRIJ^I,HENQIQIIKVNSFKHI^ 

NlJJTLELFDNRLTTIPNGAFVYLSKLKELtnjWNPIESIPSyAFNRIPSLRRLDM 
YISEGAFBGLSNIJlYUIIAMCNIJlEIPNLTPLIKLDELDtSQIHL^ 

WMIQSQIQVIERliAFDNI^SLVEIMLAHNNLTLLPHDLFTPLHHLERIHLH^ 
WLSITOKOMAPSNraCCA^^ 

^ ^CRASTSLTSVSWITPNGTVMTHGAYKVRIAVLSDGTLMFTNV^ 

TTASATLNVTAATTTPPSYFSTVTVETMBPSQDEARTTDNNVGW 

STRSTBKTFTIPWDINSGIPGIDBVMKTTKIIIGCFVAITLMftAVMLVIPyK^ 

HHAPTRTVEIINVDDEITGOTPMESHLPMPAIEHEHLNHYNSYKSPFNHTTTVNTINSIHSS 
VHEPLLIRMNSKDNVQETQI 

Signal sequence: 

amino acids 1-44 

Transmembrane domain: 

amino acids 523-543 

N-glycosylation site. 

amino acids 278-282, 364-368, 390-394, 412-416, 415-419, 
434-438, 442-446, 488-492, 606-610 

camp- and cGMP-dependent protein kinase phosphorylation site, 
amino acids 183-187 

Casein kinase II phosphorylation site. 

amino acids 268-272, 417-421, 465-469, 579-583, 620-624 
N-myristoylation site. 

amino acids 40-46, 73-79, 118-124, 191-197, 228-234, 237-243, 
391-397, 422-428, 433-439, 531-537 
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GCGCCGGGAGCCCATCTGCCCCCAGGGGCaCGGGGCGCGGGG(XGGCTCCC^ 

GGCTGCAGC(^COTCGCGGGCAGCCCGAGGCGCCGCGCCCAGCTC<3CCCGAGGTCCGTCGGA 

GGCGCCCGGCCGCCCCGGAGCCAAGCAGCAACTGAGCGGGGAAGCGX&CGCGTCCGGGGATC 

GGGA^CCCTCCTCCTTCTCCTCTTGCTAGTTTCCTACTATGTTGGAACCTTGGGGACTCA 

CACTGAGATC^GAGAGTGGCAGAGGAAAAGGTCACOT^ 

pCOU3AAAAAGA<»CTCTGGATACTGAATGGCT 

GTGGTGATCACTTACTCCAGTCGT<aTGTCTAC^ 

AGTGGGCTTTGCTTCCAATTTCCTGGCAGGAGATGCCTCCTTGCAGATTGAACCTCTGAAGC 
CCAGTGATGAGGGCCGGTACACCTGTAAGGTTAAGAATTCAGGGCGCTACGTGTGGAGCCAT 
, GTGATCTTAAAAGTCTTAGTGAGAGCATGCAAGGCCAAGTGTG31GTTGGAAGGA 
AGAAGGAAGTGACCTGACTTTGCAGTGTGAGTCATCCTCTGGCACAGAGCCCATTGTGTATT 
ACTGGGAGCGAATCCGAGAGAAAGAGGGAGAGGATGAACGTCTG(XTCCCAAATCTAGGATT 
GACTACAACCACCXn^GGACGAGTTCTGCTGGAGAATCTTACCATGTCCTACTCTGGACTGTA 
CCAGTGCACAGCAGGCAACGAAGCTGGGAAGGAAAGCTGTCTGGTGCGAGTAACTGTACAGT 
ATGTACAAAGC^TCGGC^TGGTTGC^GGAGCAGTGACAGGC^TAGTGGCTGGAGCCCTGCTG 
ATTTTCCTCTTGGTGTGGCTGCTAATCCGAAGGAAAGACAAAGAAAGATATGAGGAAGAAGA 
GAGACCTAATGAAATTCGAGAAGATGCTGAAGCTGCAAAAGCCCGTCTTGTGAAACCCAGCT 
CCTCTTCCTCAGGCTCTCGGAGCTCACGCTCTGGTTCTTCCTCCACTCGCTCCACAGCAAAT 
AGTGCCTCACGCAGCCAGCGGACACTGTCAACTGACGCAGCACCCCAGCCAGGGCTGGCCA 
CCAGGCATACAGCCTAGTGGGGCCAGAGGTGAGAGGTTCTGAACCAAAGAAAGTCCACCATG 
CTAATCTGACCAAAGCAGAAACCACACGCAGCATGATCCCCAGCGAGAGCAGAGCCTTCCAA 
ACGGTCTg^TTACAATGGACTTGACTCCCACGCTTTCCTAGGAGTCAGGGTCTTTGGACTC 
TTCTCGTCATTGGAGCTCAAGTCACCAGCCACACAACCAGATGAGAGGTCATCTAAGTAGCA 
GTGAGCATTGCACGGAACAGATTCAGATGAGCATTTTCCTTATACAATACCAAACAAGCAAA 
AGGATGTAAGCTGATTCATCTGTAAAAAGGCATCTTATTGTGCCTTTAGACCAGAGTAAGGG 
AAAGCAGGAGTCCAAATCTATTTGTTGACCAGGACCTGTGGTGAGAAGGTTGGGGAAAGGTG 
AGGTGAATATACCTAAAACTTTTAATGTGGGATATTTTGTATCAGTGCTTTGATTCACAATT 
TTCAAGAGGAAATGGGATGCTGTTTGTAAATTTTCTATGCATTTCTGCAAACTTATTGGATT 
ATTAGTTATTCAGACAGTCAAGCAGAACCCACAGCCTTATTACACCTGTCTACACCATGTAC 
TGAGCTAACCACTTCTAAGAAACTCCAAAAAAGGAAACATGTGTCTTCTATTCTGACTTAAC 
TTCATTTGTCATAAGGTTTGGATATTAATTTCAAGGGGAGTTGAAATAGTGGGAGATGGAGA 
AGAGTGAATGAGTTTC1-CCCACTCTATACTAATCTCACTATTTGTATTGAGCCCAAAATAAC 
TATGAAAGGAGACAAAAATTTGTGACAAAGGATTGTGAAGAGCTTTCCATCTTCATGATGTT 
ATGAGGATTGTTGACAAACATTAGAAATATATAATGGAGCAATTGTGGATTTCCCCTCAAAT 
CAGATGCCTCTAAGGACTTTCCTGCTAGATATTTCTGGAAGGAGAAAATACAACATGTCATT 
TATCAACGTCCTTAGAAAGAATTCTTCTAGAGAAAAAGGGATCTAGGAATGCTGAAAGATTA 
CCCAACATACCATTATAGTCTCTTCTTTCTGAGAAAATGTGAAACCAGAATTGCAAGACTGG 
GTGGACTAGAAAGGGAGATTAGATCAGTTTTCTCTTAATATGTCAAGGAAGGTAGCCGGGCA 
TGGTGCCAGGCACCTGTAGGAAAATCCAGCAGGTGGAGGTTGCAGTGAGCCGAGATTATGCC 
ATTGCACTCCAGCCTGGGTGACAGAGCGGGACTCCGTCTC 
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X/usr /seqdb2/sst/DNA/Dnaseqs . min/as . DNA4 541 9 
Xsubunit 1 of 1, 373 aa, 1 stop 
XMW: 41281, pi: 8.33, NX(S/T): 3 

MS T.TJJJJJ .VSYYVGTLGTHTEIKRVAEEKVTLPCHHQLGLPEKDTLDIEWLLTDNEGNQKV 
VITYSSRHVYNNLTEEQKGRVAF7^NFLAGDASLQIEPLKPSDEGRYTCKVKNSGRYVWSHV 
ILKVLVRPSKPKCELEGELTEGSDLTLQCESSSGTEPIVYyWQRIREKEGEDERLPPKSRID 
m YNHPGRVLLQNLTMSYSGLYQCTJU3NEAGKESCT/VRVOT 

FU,VWII.IRRKDKERYEEEERPNEIRED2y^K3^VKPSSSSSGSRSSRSGSSSTRSTWIS 
ASRSQRTI^TDAAPQPGLATQAYSLVGPEVRGSEPKKVHHANLTKAETTPSMIPSQSRAFQTV 

Signal sequence: 
amino acids 1-16 

Tra n s mem brane domain ; 

amino acids 232-251 
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<KAGUUm3VTTOtfCCCTC 
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FIGURE 318 

></usr/seqdb2/sst/DNA/Dnaseqs . f ull/ss . DNA82361 
Xsubunit 1 of 1, 352 aa, 1 stop 
XMW: 38938, pis 7.86, NX(S/T): 3 

MAMJXJFVLLCGVVDFARSLSITTPBEIMIEKaKGETAYLPCKFTLSPEDQGPLDIE^ISPA 
DNQKVDQVIILYSGDKIYDDYYPDIiCGRVHFTSNDI^GD(ASINVTNLQLSDIGTYQCKVKK 
APGVANKKIHLWLVKPSGARCYVDGSEEIGSDFKI KCEPKEGSLPLQ YEWQKLSDSQKMPT 
m SWIJ^TSSVISVKHASSEYSGTYSCTVIUreVGSDQC^^ 

AIALIGLIIFCCRKKRREEKYEKEVHHDIREDVPPPKSRTSTARSYIGSNHSSLGSMSPSNM 
EGYSKTQYNQVPSEDFERTPQS PTLPPAKFKYP YKTDGI TW 

Signal sequence. 

amino acids 1-19 

Transmembrane domain: 

amino acids 236-257 

N-glycosylation sites. 

amino acids 106-110, 201-205, 298-302 

Tyrosine kinase phosphorylation sites. 

amino acids 31-39, 78-85, 262-270 

N-myristoylation sites. 

amino acids 116-122, 208-214, 219-225, 237-243, 241-247, 
245-251, 296-302 



Myelin P0 protein. 

amino acids 96-125 
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FIGURE 319 

TGAAAT6ACTTCCACGGCTGGGAC6GGAACCTTCCACCCACAGCTATG!CCTGTGATTG6TGA 
ATGGTGAAGGTGCCTGTCTAACTTTTCTGTAAAAAGAACCAGCTGCCTCCAGGCAGCCAGCC 
CTGAAGCATCACTTACAGGACCAGAGGGACAAGACATGACT 
CAATWAACACCAAGAAGAATTGAGGCTG^ 

AGAG^fGAATTTTCAACAGAGGCTGCAAAGCCTGTGGACTTTAGCCAGACGCTTCTGCCCTC 
CTTTGCTGGCGACAGCCTCTCAAATGGAGATGGTTGTGCTCCCTTGCCTGGGTTTTACCCTG 
( CTTCTCTGGAGCCAGGTATCAGGGGCCtaGGGCCAAGAATTCCaCOT^ 
GAAGGGGGTTGTTCCCCAGAAACTGTGGGAAGCCTTCTGGGCTGTGAAAGACACTATGGA^ 
CTCAGGATAACATCACGAGTGCCCGGCTGCTGCAGCAGGAGGTTCTGCAGAACGTCTCGGAT . 
GCTGAGAGCTGTTACCTTGTCCACACCCTGCTGGAGTTCTACTT6AAAACTGTTTTCAAAAA 
CC^CCACAATAGAACAGTTGAAGTCAGGACTCTGAAGTCATTCTCTACTCTGGCCAACAACT 
TTGTTCTCATCGTGTCACAACTGCAACCCAGTCAAGAAAATGAGATGTTTTCCATGAGAGAC 
AGTGCACACAGGCGGTTTCTGCTATTCCGGAGAGCATTCAAACAGTTGGACGTAGAAGCAGC 
TCTGACCAAAGCCCTTGGGGAAGTGGACATTCTTCTGACCTGGATGCAGAflATTCTACAAGC 
TCS^ATGTCTAGACCAGGACCTCCCTCCCCCTGGeACTGGTTTGTTCCCTGTGTCATTTCA 
AACAGTCTCCCTTCCTATGCTGTTCACTGGACACTTCACGCCCTTGGCCATGGGTCCCATTC 
TTGGCCCAGGATTATTGTCAAAGAAGTCATTCTTTAAGCAGCGCCAGTGACAGTCAGGGAAG 
GTGCCTCTGGATGCTGTGAAGAGTCTACAGAGAAGATTCTTGTATTTATTACAACTCTATTT 
AATTAATGTCAGTATTTCAACTGAAGTTeTATTTATTTGTGAGACTGTAAGTTACATGAAGG 
CAGCAGAATATTGTGCCCCATGCTTCTTTACCCCTCACAATCCTTGCCACAGTGTGGGGCAG 
TGGATGGGTGCTTAGTAAGTACTTAATAAACTGTGGTGCTTTTTTTGGCCTGTCTTTGGATT 
GTTAAAAAACAGAGAGGGATGCTTGGATGTAAAACTGAACTTCAGAGCATGAAAATCACACT 
GTCTTCTGATATCTGCAGGGACAGAGCATTGGGGTGGGGGTAAGGTGCATCTGTTTGAAAAG 
TAAACGATAAAATGTGGATTAAAGTGCCCAGCACAAAGCAGATCCTCAATAAACATTTCATT 



TATCCTAGTCATTCTTCCCTAATCTTCCACTTGAGTGTCAAGCTGACCTTGCTGATGGTGAC 

ATTGCACCTGGATGTACTATCCAATCTGTGATGACATTCCCTGCTAATAAAAGACAACATAA 
CTCCAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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FIGURE 3 ^Q 

></usr/segdb2/sst/DNA/Dnaseqs . f ull/ss . DNA88002 
Xsubunit 1 of 1, 206 aa, 1 stop 
><MW: 23799, pi: 9.12, NX(S/T) : 3 
MNBX»RI«SLWTIJVRPFCPPIIAIASQ^ 
GWPQKLWEAF^VK^^ 

HNRTVEVRTLKS FSTLANNFVLIVSQLQP SQENEMFS I RDSAHRRFLLFRRAFKQLDVEAAL 
TKALGEVDILLTWMQKFYKL 

Signal sequence: 

amino acids 1-42 



M-glycosylatlon sites. 

amino acids 85-89, 99-103, 126-130 
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FIGURg 32 1 

AAGGAGCAGCCCGCAAGCACCAAGTGAGAGGC^SS^GTTAGAGTGTGITTCGCTTTGGCTC 
CTGGGTACAATACTGATATTGTGCTC^ 

CACBGACATGeACCATATAGAAGAGAGTT^^ 

ACACCTTCCCAAATGTOlCTATOTGTCaMaTTGGW 

GATGTGTGCTGCGTGACCAAGAACCTCCTGGCGTTCTACGTGGACAGGGTGTTGAAGGATCA 
TCAGGAGCCAAACCCCAAAATCTTGAGAAAAATGAGCAGCATTGCCAACTCTTTC 
t TGCaGAAAACTCTGCGGCAATGTCAGGAAC^^ 

AATGCCACCAGAGTCATCXATGACAACTATGATGAGCTGGAGGTCCACGCTGC^ 

ATCCCTGGGAGAGCTCGACGTCTTTCTAGCCTGGATTAATAAGAATCATGA 

CAGCT3^TGACAAGGAACCTGTATAGTGATCCAGGGATGAACACCCCCTGTGCGGTTTACT 

GTGGGAGACAGCCCACCTTGAAGGGGAAGGAGATGGGGAAGGCCCCTTGCAGCTGAAAGTCC 

CACTGGCTGGCCTCAGGCTGTCTrATTCCGCTTGAAAATAGGCAAAAAGTCTACTGTGGTAT 

TTGTAATAAACTCTATCTGCTGAAAGGGCCTGCAGGCCATCCTGGGAGTAAAGGGCTGCCTT 

CCCATCPAATTTATTGTAAAGTCATATAGTCCATGTCTGTGATGTGAGCCAAGTGATATCCT 

GTAGTACACATTGTACTGAGTGGTTTTTCTGAATAAATTCCATATTTTACCTATGA 
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FIGURE 323 

X/usr/seqdb2/sst /DNA/Dnaseqs . full/as . DNA92282 
Xsubunit 1 of 1, 177 aa, 1 stop 
XMW: 20452, pi: 8.00, NX(S/T): 2 
MKLQCTSLWLLGTILILCSVDNHGXiW^ 

LETl^IIKELDVO^KNUAFXVDRVFKDHQEPNPKILRKISS^ 
RQCHCRQEATNATRVIHDNYDQLEVHAAAIKSLGELDVFLAWINKNHEVMFSA 

Signal sequence: 

amino acids 1-18 

N-glycosylation sites. 

amino acids 56-60, 135-139 

c»MP- and c<a&-dependent: protein kinase phosphorylation site. 

amino acids 102-106 

N-myristoylation site. 

amino acids 24-30 

Aotinin-type actin-binding domain signature 1. 

amino acids 159-169 
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CCCGTGCCAAGAGTGACGTAAGTACCGCCTATAGAGTCTATAGGCCCACTTGGCTTCGTTAG 
AACGCGGCTACAATTAATACATAACCTTATGTATCATACACATACGATTTAGGTGACACTAT 
AGAATAACATOaiCTTTGCCTTTCTCTC^ 

GGTTCTATCGATAATCTCAGCACCAGCC^^ 
^G^TCTGGGTCTGTGCCTTGTGCAGCGTCTGCAGCA 
ATGCCTCCCCACTGCTCGGCTCGAGCTGGGGTGGCCTGATC^C^ 
^ AGGAA(^GCTACCACCTGCAGAT<XACAAGAAT 

CATCTACAGTGCCCTGATGATCAGATCAGAGGATGCTGGCTTTGTG6TGATTACAGGTGTGA 
TGAGCAGAAGATACCTCTGCATGGATTTGAGAGGCAACATTTTTG^ 

CCGGAGAACTGCAGGTTCCAACACCAGACGCTGGAAAACGGGTACGACGTCTACC^ 

TCAGTATCACTTCCTGGTCAGTCTGGGCCGGGCGAAGAGAGCCTTCCTGCCAGGCATGAACC 

CACCCCCGTACTCCCAGTTCCTGTCCCGGAGGAACGAGATCCCCCTAATTCACTTCAACACC 

CCCATACCACGGCGGCACACCCGGAGCGCCGAGGACGACTCGGAGCGGGACCCCCTGAACGT 

.GCTGAAGCCCCGGGCCCGGATGACCCCGGCCCCGGCCTCCTGTTCACAGGAGCTCCCGAGCG 

CCGAGGACAACAGCCCGATGGCCAGTGACCCATTAGGGGTGGTCAGGGGCGGTCGAGTGAAC 

ACGCACGCTGGGGGAACGGGCCCGGAAGGCTGCCGCCCCTTCGCCAAGTTCATCTASGGTCG 
CTGG 
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FIGURE 324 

x/usr/seqdb2/sst/DNA/Dnaseqs .min/ss. DHA142238 
Xsubunit 1 of 1, 251 aa, 1 stop 
XMW: 27954, pi: 9.22, NX(S/T): 1 
MLGARI^W(3^SVCSMSVIJ»YPNAS^ 

GAPHQTIYSALMIRSEDAGFVVITGVMSRRYLCMDFRGNIEXSSHYFDPENCRFQHQTLENGY 

^^HSPQYHFLVSI^PAKPAFXPGMNPPPYSQFI^PJWEIPLIHFNTPIPRIUITRSAEDDSE 

„ ^PI«NVLKPRARlfl?PAPASCSQELPSAEDNSPMASDPLGVVRGGRVllTHAGGTGPEGCRPEA 
KPT 

Important features of the protein: 
Signal peptide: 

amino acids 1-24 

CAMP- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 175-179 

N-myristoylation site. 

amino acids 33-39, 100-106, 225-231, 229-235 



HBGF/FGP family proteins 

amino acids 73-124 
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GGAAAAGGTACXCGCGAGAGACAGCCAGCAGTTCTGTGGAGCAGCGGTGGCCXaGCTAGG^g 

GGCPGTCTCTGGGGTCTG6CTCTGCCCCTTTTCTTCTTCTGCTGG6AGGTT6G66TCTCTGG 

GAGCTCTGCaGGCCCCAGCACCCGCAGAGCAGACACTGCG^ 

TGCCm^ATGAGTCTAGCACaSGTC 

ACCTCTTCTAGGO^TCAACC^ 

GAGAATTTCCCCTGCAAGAGAGACCAGGAGTTTCACAAAAACATCTCCC^ 
^ TGATCGCCACCTCCCTGGAGAC^ 

A CAGTTCA6AC(^TCACAGGCAGTGATCCCGAGGAAGC(^TCTTTGACACCCITTGCACC^ 

TGACAGCTCTGAAGAGGCAAAGACACTCACAATGGACATATTG^ 

CAGAAGCTAAGGGCCTGTCCTCAGAGAGCAOT 

ACCCCGTCACGGGCCTCAGAGAGCAGCGCCTCTTCCGACGGCCCCCATCCAGTCATCACCCC 

GTCACGGGCCTCAGAGAGCAGCGCCTCTTCCGACGGCCCCCATCCAGTCATCACCCCGTCAT 

GGTCCCCGGGATCTGATGTCACTCTCCTCGCTGAAGCCCTGGTGACTGTCACAAACATCGAG 

GTTATTAATTGCAGCATCACAGAAATAGAAACAACAACTTCCAGCATCCCTGGGGCCTCAGA 

CATAGATCTCATCCCCACGGAAGGGGTGAAGGCCTCGTCCACCTCCGATCCACCAGCTCTGC 

CTGACTCCACTGAAGCAAAACCACACATCACTGAGGTCACAGCCTCTGCCGAGACCCTGTCC 

ACAGCCGGCACCACAGAGTCAGCTGCACCTCATGCCACGGTTGGGACCCCACTCCCCACTAA 

CAGCGCCACAGAAAGAGAAGTGACAGCACCCGGGGCCACGACCCTCAGTGGAGCTCTGGTCA 

CAGTTAGCAGGAATCCCCTGGAAGAAACCTCAGCCCTCTCTGTTGAGACACCAAGTTACGTC 

AAAGrCTCAGGAGCAGCTCCGGTCTCCATAGAGGCTGGGTCAGGAGTGGGGAAAACAACTTC 

CTTTGCTGGGAGCTCTGCTTCCTCCTACAGCCCCTCGGAAGCCGCCCTCAAGAACTTCACCC 

CTTCAGAGACACCGACCATGGACATCGCAACCAAGGGGCCCTTCCCCACCAGCAGGGACCCT 

CTTCCTTCTGTCCCTCCGACTACAACCAACAGCAGCCGAGGGACGAACAGCACCTTAGCCAA 

GATCACAACCTCAGCGAAGACCACGATGAAGCCCCAACAGCCACGCCCACGACTGCCCGGAC 

GAGGCCGACCACAGACGSSIGTGCAGGTGAAAATGGAGGTTTCCTCCTCCTGCGGCTGAGTG 

TGGCTTCCCCGGAAGACCTCACTGACCCCAGAGTGGCAGAAAGGCTGATGCAGCAGCTCCAC 

CGGGAflCTCCACGCCCACGCGCCTCACTTCCAGGTCTCCTTACTGCGTGTCAGGAGAGGCTA 

ACGGACATCAGCTGCAGCCAGGCATGTCCCGTATGCCAAAAGAGGGTGCTGCCCCTAGCCTG 

GGCCCCCACCGACAGACTGCAGCTGCGTTACTGTGCTGAGAGGTACCCAGAAGGTTCCCATG 

AAGGGCAGCATGTCCAAGCCCCTAACCCCAGATGTGGCAACAGGACCCTCGCTCACATCCAC 

CGGAGTGTATGTATGGGGAGGGGCTTCACCTGTTCCCAGAGGTGTCCTTGGACTCACCTTGG 

CACATGTTCTGTGTTTCAGTAAAGAGAGACCTGATCACCCATCTGTGTGCTTCCATCCTGCA 
TTAAAATTCACTCAGTGTGGCCCAAAAAAAA 
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MGCLS*GLALPLFFFCT*EV6VSGSSAGPSTRRADTAMTTDDTBVPAMTLAPGHAALETQTLSA 
ETSSRASTPAGPIPEAETRGAKRISPARETRSFTKTSPNFMVLIATSVETSAASGSPEGAGM 
TTVQTITGSOPEEAIFOTLCTDDSSEEAKTLTMDILTZAHTSTEAKGLSSES$ASSDGPHPV 
ITPSRASESSASSDGPHPVITPSRASBSSASSMPHPVITPSWSPGSD^^ 

EVINCSITEIETTTSSIPGASDIDLIPTEGVKASSTSDPPALPDSTEAKPHITEVTASAETt 
STAGTTESAAPHATVGTPLPTNSATEREVTAPGATTLSGALVTVSRNPLEETSALSVETPSY 
VKVSGAAWSIEAGSAVGKTTSFAGSSASSYSPSEAALIWFTPSETPTMDIATKGPFPTSRD 
PLPSVPPTTTNSSRGTNSTIAKI'CTSAKTTMKPQQPRPRLPGRGRPQT 

K-glycosylatlon aitas: 

amino acids 252-256, 445-449, 451-455 

cAMP-and cGMP-dapendont protein kinase phosphorylation site, 
amino acids 84-90 

Casein kinase II phosphorylation sites. 

amino acids 37-41, 108-112, 131-135, 133-137, 148-152, 165-169, 
246-250, 254-258, 256-260, 269-273, 283-287, 333-337, 335-339, 
404-408, 414-418, 431-435 

N-nyristoylation sites. 

amino acids 2-8, 19-25, 117-123, 121-127, 232-238, 278-284, 314- 
320, 349-355, 386-392, 397-403, 449-455 



ATP/GTP-binding site motif A (P-loop) . 

amino acids 385-393 
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^GGAGCATCCGCTGCGGTCCTCGCXKAGACCCCCGCGCGGATTCGCCGGTCCTTCCCGCGG 

GCGCGACAGAGCTGTCCTCGCAC£TGGATGGCAGCAGGGGCGCCK^GGTCCT 

GAGAGAAATCTCATCATCTGTGCAGCGTTCTTJ^GO^ 

OCTTGACCTTTGAAGACCAAAACTAMICTGAAATTTAAAA^ 
CTTGACTTACACTTTGGTAATAATTTGCT 
GCCTGWUUUUSAGTCTAGAAGATGTT^^ 
AGAGGCAATGAGCCCGTATATACTTOVAC^^ 

AAAAAACATATCAGGGGACAAAGCATGTAACTTGATGATCTTCGACACTCGAAAAACAGCTA 
<»CAACCCAACTGCTACCTATTOTCTGTCX^^ 

AAAGGACTTATGAGTTACAGG&TAAmCAGATTTTC^ 

CCAAGAGTTACCXICAGGAAGATTCTCTCTTACATGGCCAATTTTCAGAAGCAGTCACTCCCC 

TAGCCCATCATCACACAGATTATTCAAAGCCCACCGATATCTCAT 

GAGAAGTTTGGATCCTCAGATCACCTGGAGAAACTATTTAAGA^ 

GCTCCTTGCTTATAAGGAAAAAGGCCATTCTGAGAGTTCACAATTTrCCTCTGATCAAGAAA 

TAGCT(^TCTGCTGCCTGAAAATGTGAGTGGGCTCCCAGCTACGGTGGCAGTTGCTTCTCCA 

CATACCACCTCGGCTACTCCAAAGCCCGCCACCCTTCTACCCACCAATGCTTCAGrGACACC 

TTCTGGGACTTCCCAGCCACAGCTGGCCACCACAGCTCCACCTGTAACCACTGTCACTTCTC 

AGCCTCCCACGACCCTCATTTCTACAGTTTTTACACGGGCTGCGGCTAGACTCCAAGCAATG 

GCTACZ^CAGCftGTTCTGACTACCACCTTTCAGGCACCTACGGACTCGAAAGGCAGCTTAGA 

AACCATACCGTTTACAGAAATCTCCAACTTAACTTTGAACACAGGGAATGTGTATAACCCTA 

CTGCACTTTCTATGTCAAATGTGGAGTCTTCCACTATGAATAJUIACTGCTTCCTGGGAAGGT 

AGGGAGGCCAGTCCAGGCAGTTCCTCCCAGGGCAGTGTTCCAGAA^TCAGTACGGCCTTCC 

ATTTGAAAAATGGCTTCTTATCGGGTCCCTGCTCTTTGGTGTCCTGTTCCTGGTGATAGGCC 

TCGTCCTCCTGGGTAGAATCCTTTCGGAATCACTCCGCAGGAAACGTTACTCAAGACTGGAT 

TATTTGATCAATGGGATCTATGTGGACATC2AAGGATGGAACTCGGTGTCTCTTAATTCATT 

TAGTAACCAGAAGCCCAAATGCAATGAGTTTCTGCTGACTTGCTAGTCTTAGCAGGAGGTTG 

TATTTTGAAGACAGGAAAATGCCCCCTTCTGCTTTCCTTTTTTTTTTTGGAGACAGAGTCTT 

GCTCTGTTGCCCAGGCTGGAGTGCAGTAGCACGATCTCGGCTCTCACCGCAACCTCCGTCTC 

CTGGGTTCAAGCGATTCTCCTGCCTCAGCCTCCTAAGTATCTGGGATTACAGGCATGTGCCA 

CCACACCTGGGTGATTTTTGTATTTTTAGTAGAGACGGGGTTTCACCATGTTGGTCAGGCTG 

GTCTCAAACTCCTGACCTAGTGATCCACCCTCCTCGGCCTCCCAAAGTGCTGGGATTACAGG 

CATGAGCCACCACAGCTGGCCCCCTTCTGTTTTATGTTTGGTTTTTGAGAAGGAATGAAGTG 

GGAACCAAATTAGGTAATTTTGGGTAATCTGTCTCTAAAATATTAGCTAAAAACAAAGCTCT 

ATGTAAAGTAATAAAGTATAATTGCCATATAAATTTCAAAATTCAACTGGCTTTTATGCAAA 

GAAACAGGTTAGGACATCTAGGTTCCAATTCATTCACATTCTTGGTTCCAGATAAAATCAAC 

TGTTTATATCAATTTCTAATGGATTTGCTTTTCTTTTTATATGGATTCCTTTAAAACTTATT 

CCAGATGTAGTTCCTTCCAATTAAATATTTGAATAAATCTTTTGTTACTCAA 
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X/u3r/seqdb2/sst /DNA/Dnaseqs .min/ss . DNA4 54 10 
Xsubunit 1 of 1, 431 aa, 1 stop 
XMW: 46810, pi: 6.45, NX(S/T): 6 

MFF66E6SLTYTLVIICFLTLRLSASQNCXKKSZ1EDVVIDIQSSLSK6IR6NBPVYTSTQEO 

CINSCCSTKNISGDKACNLMIFDTRKTARQPNCYLFFCPNEE1ACPLKPAKGLMSYRIITDFP 

SLTRNLPSQELPQEDSLLHGQFS(^VTPlAHHHTDYSKPTDISWRDTLSQKrcSSDHLEKLF 
KMDEASAQIOAYKEKGHSQSSQFSSTO^ 

PTNASVTPSGTSQPQLATTAPPVTTWSQPPTTLISWFTRAAATLQAtWTTAVLTTTFQAP 
TDSKGSLBTIPFTBISNLTLMTGNVYliPTMiSMSNVBSSTMNKTASWEGRBASPGSSSQGSV 
PENQYGLPFEKWIilGSLLFGVLFXVIGLVIJ^RILSESIJlRKRYSRLDYLINGIYVDI 

Signal sequence. 

amino acids 1-25 

Transmembrane domain. 

amino acids 384-405 

N-glyeosylation sites. 

amino acids 72-76, 222-226, 251-255, 327-331, 352-356 

OM4P- and cGMP-dependent protein kinase phosphorylation site. 

amino acids 415-419 

Tyrosine kinase phosphorylation site. 

amino acids 50-57 

N-myristoylation sites. 

amino acids 4-10, 48-54, 315-321 • 

i 



I 

I 
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A^CCTCTCCTC^C^GCGACCTCTCCTCCTGCAGGGAG^ 
JG^CCACCTCAGOUS^ 

CT^T^TGGTCCGCATACTGGCCCCft^^ 
CGCJGGCCWMC(^CTTCTGCAGCCAOT 

C ^?^^ GAGGAACGA ^^ 

GCAGGGCCAGACAAGGCTCAGTGGATCTGGTCTGAGTTTCAATCTGCCAGGAACTCCTGGGT 
CTCATGCCCAGTGTCGGACCCTGCCTTCCTCCCACTCCAGACC^CCTTGTC^ 

G^TGA(^CTGG(^TTCTGGCTTCTCTTT(^CCAGCTGCATCCAGCCCTOCAGG^gSt 

^ctctgaattctaacaatgcccag^^ 

ttgcctttmccattttccctccctggnccatgccttctogcctttggaa^tc 

GA ^ G ! AGAAAACCAG ^^ 

atacctgaaggtgactccgagtccagccccctggagaaggggtcggg^^ 
gcacaactactattttttttctttttccattattattgttttttaaga^gaat^^ 

SII^ CTCAGCCTCCCGAGTAGCTGGGATTA ^GG(»C^ 
TTTGTACTTTTAGTAGA(^TGGGGTTTCACCATGTTGGCCAGGCTG^ 

TTTACAGAGCAATTATCTTCTATATACftACTTTGTATCCTGCCTTMCCTrcTTATCGTTCC 
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FIGURE 330 

</usr /seqdb2/ss t /DNA/Dnasegs . min/ss . DNA4 4196 
Oubunit 1 of 1, 332 aa, 1 stop 
<MW: 36143, pi: 5.89, NX(S/T): 1 

MM^VIXWGCIXLPGYEALEGPEEISGFEGDTVSLQCTYREELRDHRKYWCRKGGILFSRCS 

GTIXAEEEGQETMKGRVSIRDSRQELSLIVTLWNLTLQDAGEYWCGVEKRGPDESLHSLFV 

FPGPCCPPSPSPTFQPLATTRLQPKAKAQQTQPPGLTSPGLYPAATTAK<^KTGAEAPPLPG 

TSQYGHERtSQYTGTSPHPATSPPAGSSRPPMQLDSTSABDTSPliisSGSSKPRVSIPMVRI 

I^APVLVLLSIiSAAGLIAFCSRLLLVmKEA^ 

VISMPPIiHTSEEELGFSKFVSA 

Important features: 
Signal peptide: 

amino acids 1-17 

Transmembrane domain: 
amino acids 248-269 

N-glycosylation site, 
amino acids 96-99 

Fibrinogen beta and gamma chains C- terminal domain. 

amino acids 104-113 

Ig like V-type domain: 
amino acids 13-128 
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This International Searching Authority found multiple forouns n« 
inventions in this international application^ as follwfT P ' 

1. Claims: Invention 1: claims 1-28, all partially 

Isolated nucleic acid having at least 88% sequence homoloav 
to a polynucleotide sequence encoding PWESnseoTiDZ) ^ 
vector comprising said nucleic acid, host eel) Smrislna 
said vector, method of producing said protein uslm slid 9 

S^, 1so I? te l prote ! n ^ avin 9 a * least ffiS Kigy te 
PR0281, chimeric protein comprising a portion carS*™*^* 
to PR0281, antibody againsHlad proteln/th! isolated 9 
extracellular donSfn of said protein or a prJteln 5th at 
least 88% homology thereto, and said Isolated protein 

teeJeS? P6Ptide " 8 P rotein * th St 88% 



2. Claims: Inventions 2-132: claims 1-28, 

appllSble al1y "* Cla1mS 4 and 13 as far as 

Subject matter as defined for Invention 1 above, but limited 
to the respective amino acid sequences and^errespondln? 
nucleic acid sequences referred to as* ^"^ponaing 

2. PR0276 (seq.ID's 5/6), 

3. PR0189 (Seq.ID's 7/8), 

4. PR0198 (Seq.ID's 13/14), 

5. PR0341 (Seq.ID's 19/28 . 

6. PR0188 (Seq.ID's 22/23 , 

7. PR0198 (Seq.ID's 13/14), 

8. PR0194 i Seq.ID's 27/28 , 

9. PR0283 Seq.ID's 29/38 , 
18. PR0298 Seq.ID's 32/33 ! 
11. PR0874 Seq.ID's 35/36 . 

' 12. PR0718 (Seq.ID's 48/41 , 

13. PR01151 (Seq.ID's 46/47), 

14. PR01281 (Seq.ID's 51/52), 

15. PR0358 (Seq.ID's 56/57), 

16. PR01318 (Seq.ID's 61/62), 

17. PR0698 (Seq.ID's 66/67), 

18. PR0732 (Seq.ID's 72/73), 

19. PRD1129 (Seq.ID's 83/84), 
28. PR0537 (Seq.ID's 94/95), 

21. PR0536 (Seq.ID's 96/97), 

22. PRD535 (Seq.ID's 98/99), 

23. PR0718 (Seq.ID's 182/183), 

24. PR8872 (Seq.ID's 112/113), 

25. PR01863 (Seq.ID's 114/115), 

26. PR0619 (Seq.ID's 116/117), 

27. PR01188 (Seq.ID's 123/124), 

28. PR0784 (Seq.ID's 134/135), 

29. PR0783 (Seq.ID's 137/138), 
36. PR082G (Seq.ID's 145/146), 



31, 
32. 
33. 
34. 

35. 

36. 

37. 

38. 

39. 

40. 

41. 

42. 

43. 

44. 

45. 

46. 

47. 

48. 

49. 

59. 

51. 

52. 

53. 
54. 
55. 
56. 
57. 
58. 
59. 
66. 
61. 
62. 
63. 
64. 
65. 
66. 
67. 
68. 
69. 
78. 
71. 



PR01889 (Seq.ID's 147/148] 
PR01879 (Seq.ID's 150/151 
PR0793 (Seq.ID's 152/153), 
PRO1016 (Seq.ID's 155/156) 
PR01813 (Seq.ID's 157/158) 
PR0937 (Seq.ID's 159/168), 
PR0842 (Seq. ID 1 * 164/165), 
PR0839 (Seq.ID's 166/167), 
PR01188 (Seq.ID's 168/169) 
PR01134 (Seq.ID's 178/171) 
PR0838 (Seq.ID's 174/175) 
PR0U15 (Seq.ID's 176/177 
PR01277 (Seq.ID's 178/179 
PR01135 (Seq.ID's 188/181 
PR0828 (Seq.ID's 188/189), 
PR01889 (Seq.ID's 1937194) , 
PR01887 (Seq.ID's 196/197), 
PR01856 (Seq.ID's 198/199), 
PR0826 (Seq.ID's 288/291), 
PR0819 (Seq.ID's 292/283), 
PR01886 (Seq.ID's 284/265 
PR01112 Seq.ID's 286/267 
PR01874 Seq.ID's 288/269 
PR01885 Seq.ID's 218/211, 
PR01873 Seq.ID's 212/213 
PR01152 [Seq.ID's 215/216 
PR01136 (Seq.ID's 218/219 
PR0813 (Seq.ID's 228/221), 
PR08e9 (Seq.ID's 222/223). 
PR0791 (Seq.ID's 224/225), 



PR01684 
PR01111 
PR01344 
PR01169 
PR01383 
PRO1003 
PR01188 
PR01137 
PR01138 
PR01854 



Seq.ID's 226/227., 
Seq.ID's 228/229 , 
'Seq.ID's 236/231, 
Seq.ID's 235/236 , 
Seq.ID's 246/241 , 
Seq.ID's 245/246), 
Seq.ID's 247/248), 
Seq.ID's 249/258 , 
Seq.ID's 252/253), 
Seq.ID's 255/256), 



PR0994 (Seq.ID's 257/258),' 



3. Claim : 1 



72. PR0812 (Seq. 



73. PRO1069 

74. PR01129 

75. PR01868 

76. PRO1066 

77. PR01184 

78. PRD1368 

79. PR01629 

80. PR01139 



Seq 

Seq 
Seq 
Seq 
Seq 
Seq 
Seq 



81. PR01309 (Seq 



ID'S 259/269), 
.ID'S 261/262 
.ID'S 263/264 
.ID'S 265/266 
.ID'S 267/268 
.ID'S 269/278, 
.ID'S 271/272 
.ID'S 273/274), 
ID'S 275/276), 
ID'S 277/278), 
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82. PR01828 

83. PR01827 

84. PR01107 
88. PR01148 

86. PR01186 

87. PR01291 
PR01105 



Seq.ID's 288/281) , 

' "" .'i. 



Seq.ID's 282/283 
Seq.ID's 284/285' 
Seq.ID's 286/28/ 
(Seq.ID's 288/289 
[Seq.ID's 290/291 
[Seq.ID's 292/293* 
89. PR0511 (Seq.ID's 294/296)1 
98. PR01184 (Seq.ID's 296/297), 

91. PR01188 (Seq.ID's 298/299)! 

92. PR0836 (Seq.ID's 368/381), 

93. PR01141 (Seq.ID's 382/383). 

94. PR01132 Seq.ID's 388/389 . 

95. PR01346 Seq.ID's 313/314 

96. PR01131 Seq.ID's 318/319 , 

97. PR01281 Seq.ID's 325/326 , 

98. PR01864 Seq.ID's 333/334 ' 

99. PR01379 Seq.ID's 339/348 , 

180. PR0844 (Seq.ID's 344/345 . 

181. PR0848 (Seq.ID's 346/347), 

182. PR01897 (Seq.ID's 348/349 , 

183. PR01153 Seq.ID's 358/351 . 

184. PR01154 Seq.ID's 352/353 ! 

185. PR01182 Seq.ID's 356/357), 

186. PR01155 Seq.ID's 358/359 \ 

187. PR01156 (Seq.ID's 368/361 . 

188. PR01898 (Seq.ID's 362/363), 

189. PR01127 (Seq.ID's 364/365 , 
118. PR01126 (Seq.ID's 366/367 ! 

111. PR01125 (Seq.ID's 368/369 , 

112. PR01186 (Seq.ID's 378/371), 

113. PR01198 (Seq.ID's 372/373 , 

114. PR01158 Seq.ID's 374/375), 
L15. PR01159 Seq.ID's 376/377 , 
L16. PR01124 Seq.ID's 378/379 , 
tl7. PR01287 Seq.ID's 388/381 ! 
18. PR01312 (Seq.ID's 386/387 , 
tn PR01192 Seq.ID's 388/389), 

ppmifiA (Seq.ID's 393/394 , 
Seq.ID's 398/399 , 
Seq.ID's 488/481 , 
Seq.ID's 482/483 , 
Seq.ID's 487/488), 
Seq.ID's 489/416), 
Seq.ID's 411/412), 
Seq.ID's 413/414), 
Seq.ID's 415/416), 
Seq.ID's 417/418), 
.Seq.ID's 419/428), 
(Seq.ID's 423/424), 
(Seq.ID's 518/511). 



PR01168 
PR01187 
PR01185 
PR01345 
PR01245 
PR01358 
PR01195 
PR01278 
PR01271 
PR01375 
PR01385 
PR01384 
PR09828 



For the sake of conciseness, the first subiert matt** i. 

ai&'JLSsr • the ° ther ^ -say* » * 
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4. Claims: Invention 133: claims 1-36,65-74 99-162 

aSliSble ally ** Cla1n$ 4 Md 13 as ' far as 

Isolated nucleic add having at least 86% seouenr* h^i^ 
toa polynucleotide sequent ^coding PrW4?(S5 IOllIP 

to PR0943, antibody aga1nst?a1d MjnTtS IHSff*" 9 
frtracj"^ donSfn of said proteiTor 5 pJoteffXS at 
least 86% homology thereto, and said Isolatedproteln 
lack ng Its signal peptide or a protein JuT at leal? 88% 
homology thereto. Method for detecting PTO183 prSS X? 
PR0185 through interaction •rith PTO943 and ?i ce 5S£ 
method of Unking a bloactlve molecule to a cln l*nL..^ n 
PR0943 using PR6183, PR6184 or PTO185 a rb1nd1ng iffi 2nd 
vice versa, and method of modulating the ait? Jl tv IRfJ, 
by binding with PR0183, PR6184 or PRoSS. SJ vice Jeroa^ 

5. Claims: Inventions 134-136: claims 1-36,69-74.99-192 
aSJllcSfi a11y 3nd Claims 4 

Isolated nucleic acid having at least 86% seauenrp hnmni/w... 
to a polynucleotide sequence encoding PR6183 fSS inT£? 9y 
PR6184 (seq.ID 497) or PRC185 (seq W.499)! victor h 
comprising said nucleic acid, host cell wrTsIra said 
vector, method of producing said protein iSm slid fi!t 
isolated protein having at least 86% hi^l£y^sa1d ' 
protien. chimeric protein comprising a Mrtkn coJwL^ 
to said protein, antibody Salnst Sid p°S. C ?he "SSSffl 
f xtrac !L lular domain of "id protein or a orotein with IS 
east 86% homology thereto, and said isolated prote in 
lacking Its signal peptide or a protein with at least 86% 
homology thereto. Method for detecting PR0183 pro? II 
PRJ185 through interaction with PR6943 ™ Ji ce Jera ° r 
method of linking a bioactive molecule to a cell e Inr« e4 „„ 
PR6943 using PR6183, PR0184 or PRC185 as binding lS^rt 
vice versa, and method of modulating the ac?i Jity of PRM« 
by binding with PR6183, PRC184 or PR0185, and lice versf 
whereby invention 134 is limited to PR6I83! inventim i« 
limited to PR6184, and invention 136 is limited tJ PR6185. 

6. Claims: Invention 137: claims 1-28,37-44,75-88,163-166 
appli?able ally Mm 4 a " d 13 a * far **' 
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Isolated nucleic add having at least 88% sequence homoloov 
to a polynucleotide sequence encoding PR0331 (sea ID Ml? 9 * 
vector corapHsing said nucleic add, host celt Sling 
said vector, method of producing said protein usiSsa 2 

pm!1i 1s S?^S^ n having at least 88% hSaSfig? S 
PR0331, chimeric protein ccmprisina a oorHnn rAm^4 MM 
to PR0331, antibody agalnstsald proteKS Solated " 9 
extracellular dSSfn of said protein or a protein at 
least 88% homology thereto, and said Isolated protein 
lacking Its signal peptide or a protein with at least 88% 
homology thereto. Method for detecting PR01133 thSSJri, 
interaction with PR0331 and vice vera, method ofTSklna a 
bioactlye molecule to a cell expressing PR033? ullno ItSSiU 
as binding Hgands and vice versa, andreSod of iodulSiJ? 
the actlvfty of PR0331 by bind1ng\rfth PRM133? an?Jj« "* 

versa • 

7. Claims: Invention 138: claims 1-28,37-44,75-88,183-186. 

ap%£Me y ** CWm 4 " - 13 a * far * s 

Isolated nucleic acid having at least 80% «mmnr ft k^i^ 
to a polynucleotide sequencl ScodiSj PmSfigt 1F129T 
vector comprising said nucleic acid, host cell Sri si no 
said vector, method of producing said protein using slid 9 

J:^loI S °I a - ed ? rotei !! ? av1n9 at least80% horoloS? 5 said 
protien, chimeric protein comprising a portion corresbond.no 
to said protein, antibody against said protein thelSSSIS 
extracellular domain of said protein or a orotein ilh If d 
east 88% homology thereto, and said 1 solated prote J 
lacking Its signal peptide or a protein with at least flfw, 
homology thereto. Method for detecting P&1133 threJoh 
interaction with PR0331 and vice vers?. Sod oflfnt.no » 
bioactive molecule to a cell expressing MtKSi !IJl n £™?, a , 

Vci So* 



8. Claims: Invention 139: claims 1-28.45-52.81-86,107-118 
all partially and claims 4 and 13 as far as' 
applicable 

Isolated nucleic acid having at least 88% sequence homoloov 
to a polynuc eotide sequence encoding PR81387 (!£ IDtt^ 
vector comprising said nucleic acid, host cell caferisina 
said vector, method of producing said protein using slid 9 

pSh8r°chSrf? > ^ Vln9 a * ^ east hSmSloS? to - 
PKUxio/ f chimeric protein comprisina a Dortion r ft ^ fl ^^^* 

to PM1387 antibody agalnsHaid ro?e?T „ Zu ed""" 9 

extracellular domain of said protein or a protein with at 
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least 80% homology thereto, and said isolated protein 
lacking its signal peptide or a protein with at least 80% 
homology thereto. Method for detecting PR0363 or PR05723 
through interaction with PR01387 and vice versa, method of 
linking a bioactive molecule to a cell expressing PR01387 
using PJ0383 0^723 as binding HgandJ and vfcS vSfa. 
and method of modulating the activity of PR01387 by bindina 
with PR0363 or PR0S723. and vice versa. * 9 

9. Claims: Invention 140 and 141: claims 1-28,45-52,81-86, 

all partially and claims 4 and 13 as far as 
applicable 

Isolated nucleic acid having at least 80% sequence homology 

J^,K 1 r ucl ?S t yf, sequence ^coding PM36r(seq.ID^3T?r 
PR05723 (seq.ID.585), vector comprising said nucleic acid, 
host cell comprising said vector, method of producing said 
protein using said host, Isolated protein having at feast 
80% homology to said protein, chimeric protein comprising a 
portion corresponding to said protein, antibody against laid 
protein, the Isolated extracellular domain of sal 3 protein 
or a protein with at east 80% homology thereto, and said 
isolated protein lacking its signal peptide or a protein 
with at least 88% homology thereto. Method for detecting 
PR0363 or PR05723 through interaction with PR01387 and ?ice 
versa, method of linking a bioactive molecule to a cell 
expressing PR01387 using PR0363 or PR05723 as binding 
ligands and vice versa, and method of modulating the 
activity of PR01387 by binding with PR0363 or PR05723, and 
yice versa, whereby invention 140 is limited to PR0363 and 
invention 141 is limited to PR05723. 

10. Claims: Invention 142: claims 1-28, 53-60,87-92,111-114 

all partially and claims 4 and 13 as far as * 
applicable 

Isolated nucleic acid having at least 80% sequence homology 
to a polynucleotide sequence encoding PR01114 (seq. 10.183? 
vector comprising said nucleic acid, host cell comprising 
said vector, method of producing said protein using said 

62hil 80l i2 ad ? rotein . t ,aving at least tonwlogj to 
J RO iJi?;,? i,ne r]E 5 rotein com P ris ™9 a portion corresponding 
to PR01114, antibody against said protein, the isolated 
extracellular domain of said protein or a protein with at 
least 80% homology thereto, and said isolated protein 
lacking its signal peptide or a protein with at least 80% 
homology thereto. Method for detecting PR03381 or PR09940 
through interaction with PR01114 and vice versa, method of 
linking a bioactive molecule to a cell expressing PR01114 
using PRO3301 or PR09940 as binding ligands and vice versa, 
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and method of modulating the activity of PR81114 bv MmHnn 
with PR03361 or PR09948. and vice versa. V ™ 9 

11. Claims: I ^ent1on 143 and 144: claims 1-28, 53-68,87-92, 

all partially and claims 4 and 13 as far as 
applicable 

Isolated nucleic acid having at least 88% sequence homology 
to a polynucleotide sequence encoding PR03381 (sea in star 

"•PES c fl' ,M B»l vector comprti^li SclSc 1 
acid, host cell comprising said vector, method of producing 
said protein using said host. Isolated protein havlnct it ■ 
least 88% homology to safd protein. SlKc prote ? * 
comprising a portion corresponding to said protein, antibody 
against said protein, the Isolated extracellular domain of 
said protein or a protein with at least 88% homoloov 
thereto, and said Isolated protein lacking Its signal 
peptide or a protein with at least 88% homoloov thereto 
Method for detecting PR03381 or PR09948 through interaction 
with PJ01114 and vice versa, method of linking a blSStlv? 
52lSSfI e t0 u? 5 el1 f?P re 5 s ^8 PR01114 using PR83381 or 
PR09948 as binding ligands and vice versa, and method of 
modulating the activity of PR01114 by binding with PR033Q1 
or PR09948, and vice versa, whereby Invent on 143 Is limited 
to PR03381 and invention 144 is limited S pR0994e! 

12. Claims: Invention 145: claims 1-28,61-69,93-98,115-118 
all partially and claims 4 and 13 as far as * 
applicable 

Isolated nucleic acid having at least 88% sequence homology 
to a polynucleotide sequence encoding PR01181 (seq.lHssT 
vector comprising said nucleic acid, host cell comprising 
said vector, method of producing said protein using sa d 

52nJ;« sol S ed -? rotein H"8 at least 80 * homology to 
PR01181, chimeric protein comprising a portion corresnonrtinn 
to PROllfl antibody against said proteS, tS UoTSfed 9 
extracellular domain of said protein or a protein with at 
least 88% homology thereto, and said isolated prote n 
lacking its signal peptide or a protein with at least 88% 
homology thereto. Method for detecting PR07179, PR0361 or 
PR8846 through interaction with PR81181 and vice veroa, 
method of linking a bloactive molecule to a cell exorossino 
PR81181 using PR07178, PR8361 or PR0846 as bind ng TO!* 9 

22i^? e K Ve r? a i. and !"P ,od of bating the activity of 
PR81181 by binding with PR87178, PR8361 or PR0846, and vice 

Vcr S3 • 



13. Claims: Inventions 146-148: claims 1-28,61-69,93-98, 
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115-118. 

all partially and claims 4 and 13 as far as 
applicable 



Isolated nucleic acid having at least 86% sequence homology 
to a polynucleotide sequence encoding PRO7170 (sea ID 513 v 
PR0361 fseq.ip.515) or PR0846 (seqJoiSh vector } * 
comprising said nucleic acid, host cell comprising said 
vector, inethod of producing said protein using said host. 
Isolated protein having at least 80% homology to said 
protien. chimeric protein comprising a portion corresDondino 
to said protein, antibody against said protelS. thTiSlatS 

Si2 c fli u l ar donB, n of protein or a protelnwith at 
least 80% homology thereto, and said isolated protein 
lacking Its signal peptide or a protein with at least 88% 
525Sl2 9 ?u tlier S t0 \ Me *H for detecting PR07178. PR0361 br 

method or linking a bloactlve molecule to a cell emroicinn 
PR01181 using PR07178. PR0361 or PR0846 as bl^ng^S*?* 

ASFJ^Efiu"" 1 me J hod of modulating the activity?? 
PR01181 by binding with PR07178. PR0361 or PR0846. and vice 
versa, wliereby Invention 146 is limited to PR07178. 

1mftld°?o l pTO846 l1lnited t0 PR ° 361 ' Wd 1nvent1on 148 1s 
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